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(54) Heteroaryl-substituted pyrrole derivatives, their preparation and their therapeutic uses 



sents a group of the formula -X-R 4 , wherein X is a single 
bond or an optionally substituted alkylene, alkenylene 
or alkynylene group, and R 4 is a substituted cycloalkyl 
group, a substituted aryl group ; a substituted hetero- 
cyclyl group : an optionally substituted nitrogen-contain- 
ing heterocyclyl group, a substituted heteroaryl group, 
an optionally substituted nitrogen-containing heteroaryl 
group, or -NR a R b , wherein each of R a and R b is a hy- 
drogen atom or an alkyl, alkenyl, alkynyL aralkyloralkyl- 
sulfonyl group; PROVIDED THAT said substituents R 1 
and R 3 are bonded to the two atoms of said pyrrole ring 
which are adjacent to the atom of the pyrrole ring to 
which said substituent R 2 is bondedj have excellent in- 
hibitory activity against the production ol inflammatory 
cytokines. 



(57) Compounds of formula (I): ' 




(i) 

[wherein: A is a pyrrole ring: R 1 is an optionally substi- 
tuted aryl or heteroaryl group; R 2 is an optionally sub- 
stituted nitrogen-containing heteroaryl group: R 3 repre- 
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Description 



[0001] The present invention relates to a series of heteroaryl-substituted pyrrole derivatives which have excellent 
inhibitory activity against the production of inflammatory cytokines such as interleukin (IL)-1, IL-6 and IL-8 and tumor 

5 necrosis factor (TNF), particularly IL-1 and TNF . As a consequence : the compounds of the present invention have 
valuable anti-pyretic : analgesic, anti-viral and anti-inflammatory activity and are useful in the prophylaxis and treatment 
of autoimmune diseases such as chronic rheumatism, bone diseases such as osteoporosis and the many other dis- 
eases in which the above-described inflammatory cytokines take part. The invention also provides compositions con- 
taining these novel compounds, uses of said novel compounds and processes for their preparation. 

70 [0002] Non-steroidal anti-inflammatory drugs (NSAIDs) have been widely used for the treatment and prophylaxis of 
various inflammatory diseases and in pain relief because they have, as their main pharmacological activity, anti-pyretic, 
analgesic, and anti-inflammatory activity which is based on their ability to inhibit the biosynthesis of prostaglandin (PG) 
through the inhibition of cyclooxygenase activity. Another class of compounds commonly used for the treatment of 
rheumatoid arthritis is the disease-modifying anti-rheumatic drugs (DMARDs), examples of which include methotrexate 

75 and sulphasalazine. This is a wide class of drugs in which the compounds have no common mechanism of action. For 
the treatment of chronic rheumatism, NSAIDs are used nosotropically and DMARDs are used etiotropically. There are 
a number of problems associated with these classes of drugs. Conventional NSAIDs can induce undesirable side 
effects including gastrointestinal disorders such as gastric ulcers and renal disorders, resulting in difficulties for any 
patient who has to take such a drug for an extended period of time. DMARDs can also induce undesirable side effects 

20 including nausea and diarrhoea and, furthermore, they have not yet been clearly shown to exhibit a stable, long-lasting 
effect. 

[0003] A class of active substances generally called cytokines, which are produced in the body by immunocytes, 
has recently been found. One group of cytokines is known as the inflammatory cytokines and it includes interleukin 
(IL)-1, IL-6 and IL-8 and tumor necrosis factor (TNF). The inflammatory cytokines have been demonstrated to play a 
25 major role in a number of biological processes. These include action as an inflammatory mediator through the stimu- 
lation of the arachidonic acid metabolic pathway leading to the production of PG, the migration of leukocytes, the 
production of acute phase protein, and activation of osteoclasts. 

[0004] It is believed that the inflammatory cytokines are associated with many diseases including inflammatory dis- 
eases and the induction of bone resorption. Due to their mechanism of action, which is different from that of conventional 

30 drugs such as those described above, compounds which are able to inhibit the production of inflammatory cytokines 
are expected to provide an improved new generation of antipyretic, analgesic and anti-inflammatory drugs and medi- 
caments for the treatment of autoimmune diseases such as chronic rheumatism, bone diseases such as osteoporosis 
and the many other diseases in which the above-described inflammatory cytokines are believed to take part. 
[0005] Compounds which are said to demonstrate inhibitory activity against the production of inflammatory cytokines 

35 include various heteroaryl compounds [see, for example, WO 96/21452, WO 97/5877, WO 97/23479 and J. Med. 
Chem., 39, 3929-3937 (1996)]. Examples of compounds of this type include the following: 




NH 2 



40 




45 



SB210313 



W097/23479 
Compound of 
Example 6 



J. Med. Chem., 39, 
3929-3937(1996) 



50 



55 
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W097/5877 
Compound of 
Example 4 



W096/21452 
Compound of 
Example 23 



[0006] ■ There is : however a need for further compounds having improved activity, pharmacokinetics and safety. 
75 [0007] The compounds of the present invention are compounds of the following formula (I), and pharmacologically 
acceptable salts, esters or other derivatives thereof: 



20 



25 



(I) 



wherein: 



30 



35 



40 



45 



50 



55 



A represents a pyrrole ring; y 

R 1 represents an aryl group defined below which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined below, Substituent group (3 defined below, Substituent 1 
group v defined below and Substituent group 5 defined below, or 

a heteroaryl group defined below which may optionally be substituted with at least one substituent selected from 
the group consisting of Substituent group a defined below, Substituent group |3 defined below, Substituent group 
7 defined below and Substituent group 5 defined below; 

R 2 represents a heteroaryl group defined below having at least one ring nitrogen atom, said heteroaryl group 
optionally being substituted with at least one substituent selected from the group consisting of Substituent group 
a defined below, Substituent group (3 defined below, Substituent group y defined below and Substituent group 5 
defined below; 

R 3 represents a group of the formula -X-R 4 , wherein: 

X is selected from the group consisting of single bonds, 

loweralkylene groups, defined below, which may optionally be substituted with at least one substituent selected 
from Substituent group a defined below, 

lower alkenylene groups, defined below, which may optionally be substituted with at least one substituent 
selected from Substituent group a defined below, and 

lower alkynylene groups, defined below, which may optionally be substituted with at least one substituent 
selected from Substituent group a defined below; and 

R 4 is selected from the group consisting of 

cycloalkyl groups defined below which are substituted with at least one susbtituent selected from the group 
consisting of Substituent group [3 defined below and Substituent group y defined below and which may option- 
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ally be further substituted with at least one substituent selected from the group consisting of Substituent group 
ct defined below and Substituent group ft defined below, 

aryl groups defined below which are substituted with at least one substituent selected from the group consisting 
of Substituent group |5 defined below and 

5 Substituent group y defined below and which may optionally be further substituted with at least one substituent 

selected from the group consisting of Substituent group a defined below and Substituent group 5 defined below, 
heierocyclyl groups defined below which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined below and Substituent group o defined below and 
which are substituted with at least one substituent selected from the group consisting of Substituent group |5 

w defined below and Substituent group y defined below, 

heterocyclyl groups defined below having at least one nitrogen atom, said heterocyclyl groups optionally being 
substituted with at least one substituent selected from the group consisting of Substituent group a defined 
below and Substituent group 5 defined below, 

heteroaryl groups defined below which may optionally be substituted with at least one substituent selected 
75 from the group consisting of Substituent group a defined below and Substituent group o defined below and 

which are substituted with at least one substituent selected from the group consisting of Substituent group (5 
defined below and Substituent group y defined below, 

heteroary! groups defined below having at least one nitrogen atom, said heteroaryl groups optionally being 
substituted with at least one substituent selected from the group consisting of Substituent group a defined 
20 below and 

Substituent group 6 defined below, and groups of formula -NR a R b : wherein R a and R b are the same or different 
from each other and each is independently selected from the group consisting of hydrogen atoms, lower alkyl 
groups defined below, lower alkenyl groups defined below, lower alkynyl groups defined below, aralkyl groups 
defined below and lower alkylsulfonyl groups defined below; 

25 

PROVIDED THAT said substituents R 1 and R 3 are bonded to the two atoms of said pyrrole ring which are adjacent 
to the atom of the pyrrole ring to which said substituent R 2 is bonded: 

Substituent group a. comprises hydroxyl groups, nitro groups, cyano groups, halogen atoms, lower alkoxy groups 
30 defined below, halogeno lower alkoxy groups defined below, lower alkylthio groups defined below, and halogeno 

lower alkylthio groups defined below: 

Substituent group p comprises groups of formula -NR c R d , wherein R c and R d are the same or different from each 
other and each is independently selected from the group consisting of hydrogen atoms, lower alkyl groups defined 
35 below, lower alkenyl groups defined below, lower alkynyl groups defined below, aralkyl groups defined below and 

lower alkylsulfonyl groups, or 

R c and R d . together with the nitrogen atom to which R c and R d are bonded, form a heterocyclyl group defined below; 

Substituent group y comprises lower alkyl groups defined below which are substituted with a group of formula 
40 -NR c R d wherein R c and R d are as defined above: and 

Substituent group 8 comprises lower alkyl groups defined below which may optionally be substituted with at least 
one substituent selected from Substituent group a defined above, lower alkenyl groups defined below which may 
optionally be substituted with at least one substituent selected from Substituent group a defined above, lower 
45 alkynyl groups defined below which may optionally be substituted with at least one substituent selected from Sub- 

stituent group a defined above, aralkyl groups defined below and cycloatkyl groups defined below. 

[0008] The present invention also provides a pharmaceutical composition comprising an effective amount of a phar- 
macologically active compound together with a carrier or diluent therefor, wherein said pharmacologically active corn- 
so pound is a compound of formula (I) or a pharmacologically acceptable salt, ester or other derivative thereof. 

[0009] The present invention also provides a compound of formula (I) or a pharmacologically acceptable salt, ester 
or other derivative thereof for use as a medicament. 

[0010] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for inhibiting the production of 
55 inflammatory cytokines in a mammal, which may be human. 

[0011] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for inhibiting bone resorption in 
a mammal, which may be human. 
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[0012] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of inflammatory diseases in a mammal, which may be human. 

[0013] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
5 acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of viral diseases in a mammal, which may be human. 

[0014] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for relieving pain or pyrexia in a 
mammal, which may be human. 
to [0015] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptaole salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of chronic rheumatoid arthritis in a mammaL which may be human. 

[0016] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptaole Srj'i ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
is of osteonrihrti s in a mammal which may be human. 

[0017] I he present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
accepirioic sh i ester or other derivative thereol in the manufacture of a medicament for the treatment or prophylaxis 
of cancer in a mammal, which may be human. 

[0018] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
20 acceptable sail ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 

of heprttitib in n minimal, which may be human. 

[0019] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of a disease selected from the group consisting of allergic diseases, septicaemia, psoriasis, osteoporosis, ulcerative 
25 colitis, diabetes nephritis, ischemic heart disease, Alzheimer's disease and arteriosclerosis in a mammaL which may 
be human 

[0020] The requirement that the substituents R 1 and R 3 must be bonded to the two atoms of the pyrrole ring which 
are adjacent to the atom of the pyrrole ring to which the substituent R 2 is bonded in the compounds of the above formula 
(I) means that the compounds of formula (I) are selected from compounds of the following formulae (1-1 ) to (I-5): * 

- 30 



35 




(M) 0-2) (1-3) (1-4) (1-5) 

40 

wherein R 1 , R 2 and R 3 are as defined above, 

[0021] Where R 1 represents an aryl group which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined above, Substituent group (3 defined above, Substituent group 
V defined above and Substituent group 6 defined above or where R 4 represents an aryl group which is substituted with 

45 at least one substituent selected from the group consisting of Substituent group |5 defined above and Substituent group 
7 defined above and which may optionally be further substituted with at least one substituent selected from the group 
consisting of Substituent group a defined above and Substituent group 8 defined above, said aryl groups are aromatic 
hydrocarbon groups having from 6 to 14 carbon atoms in one or more rings, preferably from 6 to 10 carbon atoms, 
and examples include phenyl, naphthyl, phenanthryl and anthracenyl groups. Of these, we prefer phenyl and naphthyl 

50 groups, most preferably phenyl groups. 

[0022] The aryl groups defined and exemplified above may be fused with a cycloalkyl group having from 3 to 10 
carbon atoms. Examples of such a fused ring group include 5-indanyl groups. 

[0023] Where R 1 represents an aryl group which is substituted with at least one substituent selected from the group 
consisting of Substituent group a defined above, Substituent group (3 defined above, Substituent group 7 defined above 
55 and Substituent group 8 defined above, it is preferably an aryl group substituted with 1 to 4 substituents selected from 
the group consisting of Substituent group a, Substituent group p, Substituent group 7 and Substituent group 5, and 
more preferably it is an aryl group substituted with 1 to 3 substituents selected from Substituent group a, Substituent 
group p, Substituent group 7and Substituent group 5. Examples of such substituted aryl groups include 4-fluorophenyl, 
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3- fluorophenyl. 4-chbrophenyl, 3-chlorophenyl, 3,4-difluorophenyL 3,4-dichlorophenyl, 3,4,5-trifluorophenyl, 3-chloro- 

4- fluorophenyl 5 3-difluoromethoxyphenyt, 3-trifluoromethoxyphenyl and 3-trifluoromethylphenyl groups. 

[0024] Where R 4 represents an aryl group which is substituted with at least one substituent selected from the group 
consisting of Substituent group p defined above and Substituent group y defined above and which may optionally be 

5 further substituted with at least one substituent selected from the group consisting of Substituent group a defined above 
and Substituent group b defined above, it is preferably an aryl group substituted with a group selected from the group 
consisting of Substituent group p defined above and Substituent group y defined above and which may optionally be 
further substituted with one or two groups selected from the group consisting of Substituent group a 
[0025] Examples of such substituted aryl groups include 2-aminophenyl, 3-aminophenyl, 4-aminophenyl : 2-ami- 

io nomethylphenyl, 3-aminomethylphenyl, 4-aminomethyfphenyl, 2-(2-aminoethyl)phenyl, 3-(2-aminoethyl)phenyl, 4- 
(2-aminoethyl)-phenyl, 2-methylaminophenyl, 3-methylaminophenyl, 4-methylaminophenyl, 2-(dimethylamino)phenyl 1 

3- (dimethylamino)phenyl, 4-(dimethylarnino)phenyl, 2-methylaminomethylphenyl, 3-methylaminomethylphenyl : 

4- methylaminomethylphenyl : 2-(dimethylaminomethyl)phenyl, 3-(dimethylaminomethyl)phenyl : 4-(dimethylaminome- 
thyl)phenyl : 3-amino-4-fluorophenyl, 3-amino-5-fluorophenyl, 2-aminomethyl-4-fluorophenyi, 3-amino-5-chlorophenyl, 

15 2-aminomethyl-3-chlorophenyl, 3-amino-5-difluoromethoxyphenyl and 2-aminomethyl-3-trifluoromethoxyphenyl 
groups. 

[0026] Where R 1 represents a heteroaryl group which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a. defined above, Substituent group p defined above, Substit- 
uent group v defined above and Substituent group 6 defined above, or where R 4 represents a heteroaryl group which 

20 is substituted with at least one subsliluent selected from the group consisting of Substituent group p defined above 
and Substituent group y defined above and which may optionally be further substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above and Substituent group 5 defined above, said 
heteroaryl groups are 5- to 7-membered aromatic heterocyclic groups containing from 1 to 3 heteroatoms selected 
from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms. Examples of such heteroaryl groups 

25 include furyl, thienyl. pyrrolyl, pyrazolyl, imidazolyl, oxazolyl. isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, thi- 
adiazolyl, pyrtdyL pyridazinyl, pyrimidinyl and pyrazinyl groups. We prefer 5- or 6-membered aromatic heterocyclic 
groups containing one or two heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms, examples of which include furyl, thienyl, pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. 

30 [0027] Where R 1 represents a heteroaryl group, 5- or 6-membered aromatic heterocyclic groups containing 1 or 2 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms are more preferred, 
and furyl, thienyl pyridyl and pyrimidinyl groups are particularly preferred. 

[0028] Where R 4 represents a heteroaryl group, 5- or 6-membered aromatic heterocyclic groups containing one or 
two nitrogen atoms and optionally containing a further heteroatom selected from the group consisting of sulfur atoms, 

35 oxygen atoms and nitrogen atoms are preferred, examples of which include pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, 
isoxazolyl, thiazolyl, isothiazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. Of these, 5- or 6-membered 
aromatic heterocyclic groups containing one or two nitrogen atoms, such as imidazolyl, pyridyl, pyridazinyl, pyrimidinyl 
and pyrazinyl groups are preferred, and pyridyl and pyrimidinyl groups are particularly preferred. 
[0029] The heteroaryl groups defined and exemplified above may be fused with another cyclic group selected from 

40 the group consisting of aryl groups defined above and cycloalkyl groups having from 3 to 10 carbon atoms. Examples 
of such a fused heteroaryl group include indolyl, benzofuranyl, benzothienyl, quinolyl, isoquinolyl, quinazolyl, tetrahy- 
droquinolyl and t et rah yd ro isoquinolyl groups. 

[0030] Where R 1 represents a heteroaryl group which is substituted with at least one substituent selected from the 
group consisting of Substituent group a, Substituent group p, Substituent group y and Substituent group 5, said het- 

45 eroaryl group is preferably a heteroaryl group substituted with from 1 to 3 substituents selected from the group consisting 
of Substituent group a, Substituent group p, Substituent group y and Substituent group 6, and more preferably it is a 
heteroaryl group substituted with one or two substituents selected from the group consisting of Substituent group a, 
Substituent group p ; Substituent group y and Substituent group 5. Examples of such substituted heteroaryl groups 
include 5-fluoro-2-furyl, 4-chloro-2-thienyl, 5-difluoromethoxy-3-furyl, 5-trifluoromethyl-3-thienyl and 5-fluoro-2-oxa- 

50 zolyl groups. 

[0031] Where R 4 represents a heteroaryl group which is substituted with at least one substituent selected Irom the 
group consisting of Substituent group p defined above and Substituent groupydefined above and which may optionally 
be further substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above and Substituent group 5 defined above, it is preferably a heteroaryl group substituted with a substituent selected 
55 from the group consisting of Substituent group p defined above and Substituent group y defined above and which may 
optionally be further substituted with a substituent selected from Substituent group a. 

[0032] Examples of such substituted heteroaryl groups include 5-amino-2-f uryl, 5-aminomethyl-2-f uryl, 5-methy!ami- 
nomethyl-2-furyl, 5-dimethylaminomethyl-2-furyl, 5-amino-2-thienyl, 5-aminomethyl-2-thienyl, 5-methylaminomethyl- 
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2-thienyL 5-dimethylaminomethyl-2-thienyL 5-amino-2-oxazolyl, S-aminomethyl^-oxazolyl, 2-amino-4-pyridyl, 2-ami- 
no-4-pyrimidinyl, 2-methylamino-4-pyridyl, 2-methylamino-4-pyrirnidinyl, 2-benzylamino-4-pyridyl, 2-benzylamino- 

4- pyrimidinyl, 2-(o.-methylbenzylamino)-4-pyridyl, 2-(a-methylbenzyfamino)-4-pyrimidinyl, 5-amino-4-fluoro-2-furyl, 

5- aminomethyl-4-fluoro-2-furyl, 5-amino-4-fluoro-2-thienyl, 5-aminomethyl-4-fluoro-2-thienyl. 4-amino-5-difiuorometh- 
5 oxy-2-furyl, 4-aminomethyl-5-difiuoromethoxy-2-furyl, 4-amino-5-difluoromethoxy-2-thienyl and 4-aminomethyl-5-dif- 

luoromethoxy-2-thienyl groups. 

[0033] Where R 2 represents a heteroaryl group having at least one ring nitrogen atom ; said heteroary! group option- 
ally being substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above, Substituent group (5 defined above : Substituent group y defined above and Substituent group 6 defined above 

to or R 4 represents a heteroaryl group having at least one ring nitrogen atom : said heteroaryl group optionally being 
substituted with at least one substituent selected from the group consisting of Substituent group a defined above and 
Substituent group 5 defined above, said heteroaryl groups are 5- to 7-membered aromatic heterocyclic groups con- 
taining one or two nitrogen atoms and optionally containing one or two further heteroatoms selected from the group 
consisting of sulfur atoms., oxygen atoms and nitrogen atoms. Examples of such groups include pyrrolyl, pyrazolyl.. 

75 imidazolyl. oxazolyl, isoxazolyl, thiazolyl, isothiazolyl : triazolyl.. tetrazolyL thiadiazolyl, pyridyl, pyridazinyl, pyrimidinyl 
and pyrazinyl groups. Of these, we prefer 5- or 6-membered aromatic heterocyclic groups containing one nitrogen 
atom and optionally containing one further heteroatom selected from the group consisting of sulfur atoms, oxygen 
atoms and nitrogen atoms, examples of which include pyrrolyl. pyrazolyL imidazolyl, oxazolyl, isoxazolyL thiazolyl, 
isothiazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. 5- or 6-membered aromatic heterocyclic groups con- 

20 taining one or two nitrogen atoms, such as imidazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups are more 
preferred and pyridyl and pyrimidinyl groups are particularly preferred. 

[0034] Where R 2 represents a heteroaryl group having at least one ring nitrogen atom, 4-pyridyl and 4-pyrimidinyl 
groups are most preferred. 

[0035] Where R 2 represents a heteroaryl group having at least one ring nitrogen atom, said heteroaryl group option- 
25: ally being substituted with at least one substituent selected from the group consisting of Substituent groupa : Substituent 
group (3, Substituent group y and Substituent group S.. said heteroaryl group is preferably a group substituted with 1 to 
3 substituents selected from the group consisting of Substituent group a, Substituent group (3, Substituent group 7 and 
Substituent group S, more preferably it is a heteroaryl group substituted with one or two substituents selected from the 
group consisting of Substituent group a, Substituent group (3, Substituent group 7 and Substituent group 6, still more 
30 preferably it is a heteroaryl group substituted with one substituent selected from the group consisting of Substituent 
group a. Substituent group (3, Substituent group 7 and Substituent group 5, and particularly preferably it is a 4-pyridyl 
or 4-pyrimidinyl group which is substituted with one substituent selected from the group consisting of Substituent group 
a, Substituent group [3, Substituent group 7 and Substituent group 6 at the 2-position of said group. Most, preferably, 
said heteroaryl group is a 4-pyridyl or 4-pyrimidinyl group which is substituted at the 2-position with one substituent 
35 selected from the group consisting of Substituent group [3 and Substituent group 7. Examples of such substituted het- 
eroaryl groups include 2-amino-4-pyridyl, 2-amino-4-pyrimidinyl, 2-methylamino-4-pyridyl, 2-methylamino-4-pyrimidi- 
nyl, 2-methoxy-4-pyridyL 2-methoxy-4-pyrimidinyl, 2-benzylamino-4-pyridyl ; 2-benzylamino-4-pyrimidinyl, 2-(a-meth- 
ylbenzylamino)-4-pyridyl and 2-(a-methylbenzylamino)-4-pyrimidinyl groups. 

[0036] Where R 4 represents a heteroaryl group having at least one nitrogen atom, said heteroaryl group optionally 
JO being substituted with at least one substituent selected from the group consisting of Substituent group a defined above 
and Substituent group 5 defined above, it is preferably a heteroaryl group substituted with 1 or 2 substituents selected 
from the group consisting of Substituent group 0. and Substituent group 6, and more preferably it is a heteroaryl group 
substituted with a substituent selected from the group consisting of Substituent group a and Substituent group 5. 
[0037] Examples of such substituted heteroaryl groups include 2-methyl-4-pyridyl, 2-ethyl-4-pyridyl, 2-benzyl-4-py- 
45 ridyl, 2-phenethyl-4-pyridyl,2-fluoro-4-pyridyl, 2,6-difluoro-4-pyridyl and 2,3 ! 5,6-tetrafluoro-4-pyridyl groups. 

[0038] Where X represents a lower alkylene group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkylene group is a straight or branched alkylene group 
having from 1 to 5 carbon atoms, examples of which include methylene, ethylene, trimethylene, propylene, tetrame- 
thylene, 1 -methyltrimethylene, 2-methyltrimethylene, 1,1-dimethylethylene, pentamethylene, 1 ,1 -dimethyttrimethylene 
50 and hexamethylene groups. Of these, straight or branched alkylene groups having from 1 to 4 carbon atoms are pre- 
ferred, straight or branched alkylene groups having from 1 to 3 carbon atoms are more preferred, and methylene, 
ethylene and trimethylene groups are most preferred. 

[0039] Where X represents a lower alkenylenc group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkenylene group is a straight or branched alkenylene 
55 group having from 2 to 6 carbon atoms, examples of which include vinylene, 1 -methylvinylene, propenylene, 1-bute- 
nylene, 2-butenylene, 1-pentenylene and 2-pentenylene groups. Of these, straight or branched alkenylene groups 
having from 2 to 4 carbon atoms are preferred, vinylene, propenylene and butenylene groups are more preferred, and 
vinylene and propenylene groups are most preferred. 
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[0040] Where X represents a lower alkynylene group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkynylene group is a straight or branched alkynylene 
group having from 2 to 6 carbon atoms. Of these, straight or branched alkynylene groups having from 2 to 4 carbon 
atoms are preferred ethynylene, propynylene, 1-butynylene and 2-butynylene groups are more preferred, and ethy- 

s nylene and propynylene groups are most preferred. 

[0041] Where R 4 represents a cycloalkyl group which is substituted with at least one susbtituent selected from the 
group consisting of Substituent group (5 defined above and Substituent groupydefined above and which may optionally 
be further substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above and Substituent group 5 defined above or where the substituent from Substituent group 6 represents a cycloalkyl 

to group saic cycloalkyl group has from 3 to 7 carbon atoms, examples of which include cyclopropyl, cyclobutyl, cy- 
clopentyl cycbhexyl and cycloheptanyl groups. Of these, cycloalkyl groups having from 3 to 6 carbon atoms are pre- 
ferred 

[0042] Where R 4 represents a heterocyclyl group which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above and Substituent group 5 defined above and 

t5 is subst tutod with a; least one substituent selected from the group consisting of Substituent group p defined above 
and Sutsinucni group 7 defined above, said heterocyclyl group is a non-aromatic heterocyclic group having from 4 to 
1 & ring rions m on c or more rings, at least one of said ring atoms being a heteroatom selected from the group consisting 
of sultuf atoms oxygen atoms and nitrogen atoms. It is preferably a 4- to 12-membered non-aromatic heterocyclic 
group (r:nd more orcferabiy a 4- to 10-membered non-aromatic heterocyclic group) containing one or two heteroatoms 

20 selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, and more preferably it is a 4- 
to 12-memuuiuU non-cuomatic heterocyclic group (preferably a 4-to 10-membered non-aromatic heterocyclic group) 
containing jno nitrogen atom and optionally containing one further heteroatom selected from the group consisting of 
oxygen atoms sulfur atoms and nitrogen atoms. Examples of such a group include azetidinyl, pyrrolidinyl, pyrrolinyl, 
imidazohdinyl imidazolmyi. pyrazolidinyl, pyrazolinyL oxazolidinyl thiazolidinyl, piperidyl, tetrahydropyridyl, dihydro- 

25 pyridyl. pipcrazmyl morpholinyt, thiomorpholinyl, homopiperidyl, quinuclidinyl, quinuclidienyl, octahydroindolizinyl, 
hexahydroindolizinyl octahydroquinolizinyl, hexahydroquinolizinyl, 8-azabicyclo-[3.2.1 Joctanyl, 8-azabicyclo[3.2. 1 Joc- 
tenyl 9-azabicyclo[S 3 1 Jnonanyl and 9-azabicyclo|3. 3.1 Jnonenyl groups, of which piperidyl, tetrahydropyridyl, homo- 
piperidyl. quinuclidinyl quinuclidienyl, octahydroindolizinyl, hexahydroindolizinyl, octahydroquinolizinyl, hexahydroqui- 
nolizinyl azabicyclo[3 2 1 pctanyl, azabicyclo[3.2 1 JoctenyL azabicyclo[3. 3.1 Jnonanyl and azabicyclo[3 3.1 Jnonenyl 

30 groups are preferred, tetrahydropyridyl. quinuclidienyl. hexahydroindolizinyl, hexahydroquinolizinyl, azabicyclo(3.2.1 ] 
octenyl and azabicyclo[3. 3.1 Jnonenyl groups are more preferred, and tetrahydropyridyl, hexahydroindolizinyl and hex- 
ahydroquinolizinyl groups are most preferred. 

[0043] The heterocyclyl groups defined and exemplified above may be fused with another cyclic group selected from 
the group consisting of aryl groups defined above and heteroaryl groups defined above. Examples of such a fused 

35 heterocyclyl group include tetrahydroquinolinyl, tetrahydroisoquinolinyl, chromanyl, indolinyl and isoindolinyl groups. 
[0044] Where R 4 represents a heterocyclyl group having at least one ring nitrogen atom in which said heterocyclyl 
group may optionally be substituted with at least one substituent selected from the group consisting of Substituent 
group a defined above and Substituent group 5 defined above, said heterocyclyl group is a 4- to 12-membered non- 
aromatic heterocyclic group containing one nitrogen atom and optionally containing one further heteroatom selected 

40 from the group consisting of oxygen atoms, sulfur atoms and nitrogen atoms. Preferably, it is a 4- to 10-membered 
non-aromatic heterocyclic group containing one nitrogen atom and optionally containing one further heteroatom se- 
lected from the group consisting of oxygen atoms, sulfur atoms and nitrogen atoms. Examples of such a groups include 
azetidinyl, pyrrolidinyl, pyrrolinyl, imidazolidinyl, imidazolinyl pyrazolidinyl, pyrazolinyl, oxazolidinyl, thiazolidinyl, pip- 
eridyl, tetrahydropyridyl, dihydropyridyl, piperazinyl, morpholmyl, thiomorpholinyl, homopiperidyl, quinuclidinyl, quinu- 

45 clidienyl, octahydroindolizinyl, hexahydroindolizinyl, octahydroquinolizinyl, hexahydroquinolizinyl, 8-azabicyclo-[3.2.1] 
octanyl, 6-azabicyclo[3.2.l]octenyl, 9-azabicyclo[3.3.l Jnonanyl and 9-azabicyclo[3.3.1 Jnonenyl groups, of which pip- 
eridyl, tetrahydropyridyl, homopiperidyl, quinuclidinyl, quinuclidienyl, octahydroindolizinyl, hexahydroindolizinyl, oc- 
tahydroquinolizinyl, hexahydroquinolizinyl, azabicyclo|3.2.1 Joctanyl, azabicyclo[3.2.1]octenyl, azabicyclo[3. 3.1 Jnona- 
nyl and azabicyclo[3. 3.1 Jnonenyl groups are preferred, tetrahydropyridyl, quinuclidienyl, hexahydroindolizinyl, hexahy- 

50 droquinolizinyl, azabicyclo(3.2.1]octenyi and azabicyclo[3.3.1 Jnonenyl groups are more preferred, and tetrahydropyri- 
dyl, hexahydroindolizinyl and hexahydroquinolizinyl groups are most preferred. 

[0045] The heterocyclyl groups having at least one ring nitrogen atom defined and exemplified above may be fused 
with another cyclic group selected from the group consisting of aryl groups defined above and heteroaryl groups defined 
above. Examples of such fused heterocyclyl groups include tetrahydroquinolinyl, tetrahydroisoquinolinyl, indolinyl and 
55 isoindolinyl groups. 

[0046] The lower alkyl groups in the definition of substituents R a , R b , R c and R d , the lower alkyl groups which may 
optionally be substituted with at least one substituent selected from Substituent group a in the definition of Substituent 
group 8 and the lower alkyl moiety of the lower alkyl groups substituted with a group of formula -NR c R d in the definition 
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of Substituent group y are straight or branched alkyl groups having from 1 to 6 carbon atoms. Examples of said lower 
alkyl groups include methyl, ethyl, propyl, isopropyl, n-butyl : isobutyl, s-butyl : tert-butyi, n-pentyl, isopentyl, 2-methyl- 
butyl. neopentyl, 1-ethylpropyl, n-hexyl. isohexyl. 4-methylpentyl, 3-methylpentyl, 2-methylpentyl. 1 -methylpentyl, 
3,3-dimethylbutyl. 2.2-dimethylbutyl. 1 . 1 -dimethylbutyl. 1 .2-dimethylbutyi. 1 ,3-dimethylbutyl, 2.3-dimethylbutyl and 

2- ethylbutyl groups. Alkyl groups having from 1 to 4 carbon atoms are preferred, methyl, ethyl and propyl groups are 
more preferred, and methyl and ethyl groups are most preferred. 

[0047] The lower alkenyl groups in the definition of substituents R a , R b , R c .and R d and the lower alkenyl groups 
which may optionally be substituted with at least one substituent selected from Substituent group a in the definition of 
Substituent group 5 are straight or branched alkenyl groups having from 2 to 6 carbon atoms. Examples of said lower 
alkenyl groups include vinyl, 2-propenyl, 1 -methyl-2-propenyl, 2-methyl-2-propenyl : 2-ethyl-2-propenyl, 2-butenyl, 
1 -methyl-2-butenyl, 2-methyl-2-butenyl, 1 -ethyl-2-butenyl, 3-butenyl, 1 -methyl-3-butenyl, 2-methyl-3-butenyl, 1 -ethyl- 

3- butenyl, 2-pentenyl, 1 -methyl-2-pentenyl. 2-methyl-2-pentenyl, 3-pentenyl, 1-methyl-3-pentenyL 2-methyl-3-pente- 
nyl, 4-pentenyl, 1 -methyl-4-pentenyl ; 2-methyl-4-pentenyl, 2-hexenyl, 3-hexenyl, 4-hexenyl and 5-hexenyl groups. 
Alkenyl groups having from 2 to 4 carbon atoms are preferred, and alkenyl groups having 2 or 3 carbon atoms are 
most preferred. 

[0048] • The lower alkynyl groups in the definition of substituents R a , R b , R c and R d and the lower alkynyl groups which 
may optionally be substituted with at least one substituent selected from Substituent group a in the definition of Sub- 
stituent group 5 are straight or branched alkynyl groups having from 2 to 6 carbon atoms. Examples of said lower 
alkynyl groups include ethynyl, 2-propynyl. 1 -methyl-2-propynyl, 2-butynyl, 1 -methyl-2-butynyl, 1 -ethyl-2-butynyl : 3-bu- 
tynyl, 1 -methyl-3-bulynyl : 2-methyl-3-butynyl, 1 -ethyf-3-butynyl, 2-pentynyl, 1 -methyl-2-penlynyl, 3-penlynyl : 1 -methyl- 
3-pentynyl, 2-methyl-3-pentynyl, 4-pentynyl, 1 -methyl-4-pentynyl, 2-methyl-4-pentynyl, 2-hexynyl, 3-hexynyl, 4-hexy- 
nyl and 5-hexynyl groups. Alkynyl groups having from 2 to 4 carbon atoms are preferred, and alkynyl groups having 2 
or 3 carbon atoms are most preferred. 

[0049] -The aralkyl group in the definition of R a , R b , R c , R d and Substituent group b is a lower alkyl group as defined 
above which is substituted with at least one aryl group as defined above. Examples of said aralkyl group include benzyl, 
phenanthrenylmethyl, anthracenylmethyl, a-naphthylmethyl, [5-naphthylmethyl, diphenylmethyl, triphenylmethyl, a- 
naphthyldiphenylmethyl, 9-anthrylmethyl, piperonyl. 1-phenethyl, 2-phenethyl, 1 -naphthylethyl, 2-naphthylethyl, 1-phe- 
nylpropyl, 2-phenylpropyl, 3-phenylpropyl, 1 -naphthylpropyl, 2-naphthylpropyl, 3-naphthylpropyl, 1-phenylbutyl, 2-phe- 
nylbutyl, 3-phenylbutyl, 4-phenylbutyl, 1-naphthylbutyl, 2-naphthylbutyl, 3-naphthylbutyl, 4-naphthylbutyl, 1-phe- 
nylpentyl, 2-phenylpentyl, 3-phenylpentyl, 4-phenylpentyl, 5-phenylpentyl, 1 -naphthylpentyl, 2-naphthylpentyl, 3-naph- 
thylpentyl, 4-naphthylpentyl, 5-naphthylpentyl, 1-phenylhexyl, 2-phenylhexyl, 3-phenylhexyl, 4-phenylhexyl, 5-phenyl- 
hexyl, 6-phenylhexyl, 1 -naphthylhexyl, 2-naphthylhexyL , 3-naphthylhexyl. 4-naphthylhexyl, 5-naphthylhexyl and 
6-naphthylhexyl groups, of which benzyl, phenanthrenylmethyl, anthracenylmethyl, a-naphthylmethyl, p-naphthylme- 
thyl, diphenylmethyl, triphenylmethyl, 9-anthrylmethyl, piperonyl, 1-phenethyl, 2-phenethyl, 1 -phenylpropyl, 2-phenyl- 
propyl, 3-phenylpropyl, 1-phenyibutyl, 2-phenylbutyl : 3-phenylbutyl and 4-phenylbutyl are preferred. 
[0050] The ary! moiety of the aralkyl groups defined and exemplified above may be substituted with from 1 to 3 
groups selected from the group consisting of Substituent group a defined above, Substituent group p defined above, 
Substituent group y defined above and Substituent group 5 defined above. Examples of- said substituted aralkyl groups 
include aralkyl groups substituted with at least one halogen atom, examples of which include 2-fluorobenzyl, 3-fluor- 
obenzyl : 4-fluorobenzyl. 2-chlorobenzyt, 3-chlorobenzyl, 4-chlorobenzyl, 2-bromobenzyl, 3-bromobenzyl, 4-bromoben- 
zyl, 3,5-difluorobenzyl, 2,5-difluorophenethyl, 2,6-difluorobenzyl, 2,4-difluorophenethyl, 3,5-dibromobenzyl, 2,5-di- 
bromophenethyl, 2,6-dichlorobenzyL 2.4-dichlorophenethyl, 2,3,6-trifluorobenzyl, 2 5 3 ; 4-trifluorophenethyl, 3,4,5-trif- 
luorobenzyl, 2,5,5-trifluorophenethyl, 2,4.6-trifluorobenzyl, 2,3,6-tribromophenethyl, 2,3,4-tribromobenzyl, 3,4,5-tri- 
bromoph en ethyl, 2,5,6-trichlorobenzyl, 2,4,6-trichlorophenethyl, 1-fluoro-2-naphthylmethyl, 2-fluoro-1 -naphthylethyl, 
3-fluoro-1 -naphthylmethyl, 1 -chloro-2-naphthylethyl, 2-chloro-1 -naphthylmethyl, 3-bromo-1 -naphthylethyl, 3,8-dif- 
luoro-1 -naphthylmethyl, 2,3-difluoro-l -naphthylethyl, 4, 8-difluoro-1 -naphthylmethyl, 5, 6-difluoro-1 -naphthylethyl, 
3,3-dichloro-1 -naphthylmethyl, 2, 3-dichloro-l -naphthylethyl, 4 : 8-dibromo-1 -naphthylmethyl, 5,6-dibromo-1 -naphthyl- 
ethyl. 2,3,6-lrifluoro-1-naphthylmelhyL 2 ; 3,4-lrifluoro-1 -naphthylethyl, 3,4 : 5-lrif)uoro-1 -naphthylmethyl, 4,5,6-trifluoro- 

1 - naphthylethyl, 2, 4 : 8-trifluoro-1 -naphthylmethyl, bis(2-fluorophenyl)methyl, 3-fluorophenylphenylmethyl, bis(4-fluor- 
ophenyl)methyl, 4-fluorophenylphenylmethyl. bis(2-chlorophenyl)methyl, bis(3-chlorophenyl)methyl, bis(4-chlorophe- 
nyl)methyl, 4-chlorophenylphenylmethyl : 2-bromophenylphenylmethyl, 3-bromophenylphenylmethyl, bis(4-bromophe- 
nyl)methyl, bis{3,5-difluorophenyl)methyl, bis(2 ! 5-difluorophenyl)methyl, bis(2,6-difluorophenyl)methyl, 2,4-difluoroph- 
enylphenylmethyl, bis(3,5-dibromophenyl)mothyl, 2,5-dibromophenylphenylmethyl, 2,6-dichlorophenylphenylmethyl, 
bis(2,4-dichlorophenyl)methyl and bis(2,3,6-trifluorophenyl)methyl groups; aralkyl groups substituted with at least one 
halogeno lower alkyl group (as defined below), examples of which include 2-trifluoromethylbenzyl, 3-trifluoromethyl- 
phenethyl, 4-trifluoromethylbenzyl, 2-trichloromethyiphenethyl. 3-dichloromethylbenzyl, 4-trichloromethylphen ethyl, 

2- tribromomethylbenzyl, 3-dibromomethylphenethyl, 4-dibromomethy!benzyl, 3,5-bistrifluoromethylphenethyl, 2,5-bis- 
trifluoromethylbenzyl, 2,6-bistrifluoromethylphenethyl, 2,4-bistrifluoromethylbenzyl, 3,5-bistribromomethylphenethyl, 
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2.5-bisdibromomethylbenzyL 2.6-bisdichloromethylphenethyl : 2 : 4-bisdichforomethylbenzyl : 2,3 : 6-tristrifluoromethyl- 
phenethyL 2.3,4-tristrifluoromethylbenzyL 3A5-tristrifluoromethyiphenethyl 2 5 5 : 6-trisirifluoromethylben7yl, 2 a 4.6-tris- 
trifluoromethylphenethyL 2,3.6-tristribromomethylbenzyl, 2,3,4-trisdibromomethylpheneihyl, 3.4.5-tristribromomethyl- 
benzyl. 2.5.6-trisdichloromethylphenethyL 2.4.6-trisdichloromethylbenzyl : 1 -trif!uromethyl-2-naphthylethyl. 2-trifluor- 
omethyl-1 -naphthylmethyL 3-trifiuoromethyM -naphthylethyL 1 -tnchloromethyl-2-naphthylmethyl. 2-dichloromethyl- 
1 -naphthylethyL. 3-tribromomethyl-1 -naphthylmethyL 3.S-bistrifluoromethyl-1 -naphthylethyL 2 : 3-bistrifluoromethyl- 
1 -naphthylmethyL 4 : 8-bistrifluoromethyl-1 -naphthylethyL 5.6-bistrifluoromethyl-1 -naphthylmethyL 3,8-bistrichlorome- 
thyl-1 -naphthylethyL 2 : 3-bisdichloromethyl-1 -naphthylmethyL 4 : 8-bisdibromomethyl-1 -naphthylethyL 5 : 6-bistribro- 
momethyl-1 -naphthylmethyL 2 : 3 : 6-tristrifluoromethyl-1 -naphthylethyL 2 ; 3 4-tristrifluoromethyl-1 -naphthylmethyL 
3.4 : 5-tristrifluoromethyl-1 -naphthylethyL 4 : 5 : 6-tristrifluoromethyl-1 -naphthylmethyL 2 s 4 s 8-tristrifluoromethyl-1 -naph- 
thylmethyL bis(4-trifluoromethylphenyl)methyL 4-trifluoromethylphenylphenylmethyL bis(2-trichloromethylphenyl)me- 
thyL bis(3-trichloromethylphenyl)methyL bis(4-trichloromethylphenyl)methyl : 2-tribromomethylphenylphenylmethyl, 

3- tribromomethylphenylphenylmethyL bis(4-tribromomethylphenyl)methyL bis(3 r 5-bistrifluoromethylphenyl)methyl.. 
bis(2 : 5-bistrifluoromethylphenyl)methyl : bis(2 t 6-bistrifluoromethylphenyl)methyl : 2 : 4-bistrifluoromethylphenyiphe- 
nylmethyL bis(3 : 5-bistribromomethylphenyl)methyl : 2 5-bistribromomethylphenylphenylmethyl. 2 : 6-bistrichloromethyl- 
phenylphenylmethyL bis(2.4-bistrichloromethylphenyl)methyl and bis(2 : 3.6-tristrifluoromethylphenyl)methyl groups; 
aralkyl groups substituted with at least one lower alky! group (as defined above), examples of which include 2-meth- 
ylbenzyL 3-methylbenzyL 4-methylbenzyl. 2-methyiphenethyL 4-methylphenethyL 2-ethylbenzyL 3-propylphenethyL 

4- ethylbenzyL 2-butylphenethyL. 3-pentylbenzyL 4-pentylphenethyL 3 r 5-dimethylbenzyL 2 : 5-dimethylphenethyl, 
2,5-dimelhylbenzyL 2 : 4-dimelhylphenethyl : 3 : 5-dibulylbenzyL 2 : 5-dipentylphenelhyL 2 : 6-dipropylbenzyl, 2,4-dipropyl- 
phenethyL 2.3,6-trimethylbenzyl, 2 : 3 : 4-trimethylphenethyL 3 : 4 : 5-trimethylbenzyl : 2 : 4.6-trimethylbenzyL 2 5 5 : 6-trimeth- 
ylphenethyL 2,3,6-tributylphenethyL 2.3 : 4-tripentylbenzyL 3 : 4,5-tributylphenethyL 2 : 5.6-tripropylbenzyL 2,4,6-tripro- 
pylphenethyl, 1-methyi-2-naphthylmethyL 2-methyl-1 -naphthylethyL 3-methyl-1 -naphthylmethyL 1 -ethyl-2 -naphthyle- 
thyL 2-propyl-T -naphthylmethyL 3-butyl-1 -naphthylethyL 3.8-dimethyl-1 -naphthylmethyL 2 : 3-dimethyl-1 -naphthylethyL 
4 : 3-dimcthyl'1 -naphthylmethyL 5 ; 6-dimethyl-1 -naphthylethyL 3 r 8-diethyl-1 -naphthylmethyL 2 : 3-dipropyl-1 -naphthyl- 
methyL 4,8-dipentyl-l -naphthylethyL 5 : 6-dibutyl-1 -naphthylmethyL 2. 3 : 6-trimethyl-1 -naphthylmethyL 2 5 3 : 4-trimethyl- 
1 -naphthylethyL 3 : 4 : 5-trimethyl-1 -naphthylmethyL 4 : 5 : 6-trimethyl-1 -naphthylmethyL 2 ; 4 : 8-trimethyl-1 -naphthylmethyL 
bis(2-methylphenyl)methyl : 3-methylphenylphenylmethyL bis(4-metnylphenyl)methyL 4-methylphenylphenylmethyl, 
bis(2-ethylphenyl)methyL bis(3-ethylphenyl)methyl. bis(4-ethy!phenyl)methyl : 2-propylphenylphenylmethyl, 3-propyl- 
phenylphenylmethyl. bis(4-propylphenyl)methyL bis(3,5-dimethylphenyl)methyl, bis(2,5-dimethylphenyl)methyl, bis 
(2,6-dimethylphenyl)methyL 2.4-dimethylphenylphenylmethyL bis(3,5-dipropyiphenyl)methyl, 2,5-dipropylphenylphe- 
nylmethyl. 2.6-diethylphenylphenylmethyl. bis(2.4-diethylphenyl)methyl and bis(2.3.6-trimethylphenyl)methyl groups: 
aralkyl groups substituted with at least one lower alkoxy group (as defined below), examples of which include 2-meth- 
oxybenzyL 3-methoxybenzyL 4-methoxybenzyL 3-methoxyphenethyL 2-ethoxyphenethyL 3-propoxybenzyl, 4-ethoxy- 
phenethyl.. 2-butoxybenzyL 3-pentoxyphenethyL 4-pentoxybenzyL 3.5-dimethoxyphenethyl. 2,5-dimethoxybenzyL 
2,5-dimethoxyphenethyL 2 : 4-dimethoxybenzyl : 3 : 5-dibutoxyphenethyL 2 : 5-dipentoxybenzyL 2 ; 6-dipropoxyphenethyl, 
2 : 4-dipropoxybenzyL 2 5 3 ; 6-trimethoxyphenethyl. 2 : 3.4-trimethoxybenzyL 3 : 4.5-trimethoxyphenethyL 2,5,6-trimethoxy- 
benzyL 2 : 4 ; 6-trimethoxyphenethyL 2 ; 3 : 6-tributoxybenzyL 2.3,4-tripentoxyphenethyl, 3,4 : 5-tributoxybenzyl, 
2,5,6-tripropoxyphenethyL 2 : 4 : 6-tripropoxybenzyL. 1 -methoxy-2 -naphthylmethyL 2-methoxy-1 -naphthylmethyL 
3-methoxy-1 -naphthylethyL 1 -ethoxy-2-naphthylmethyL 2-propoxy-1 -naphthylmethyL 3-butoxy-1 -naphthylethyL 
3.3-dimethoxy-1 -naphthylmethyL 2 T 3-dimethoxy-1 -naphthylmethyL 4 ; 8-dimethoxy-1 -naphthylethyL 5,6-dimethoxy- 
1 -naphthylmethyL 3 : 8<Jiethoxy-1 -naphthylmethyL 2 : 3-dipropoxy-1 -naphthylethyL 4 : 8-dipentoxy-1 -naphthylmethyL 
5,S-dibutoxy-1 -naphthylmethyL 2 : 3 : 6-trimethoxy-1 -naphthylethyL 2 : 3 : 4-trimethoxy-1 -naphthylmethyL 3 : 4,5-trimeth- 
oxy-1 -naphthylmethyL A.. 5,6-trimethoxy-1 -naphthylethyL 2 4 : 8-trimethoxy-1 -naphthylmethyL bis(2-methoxyphenyl) 
methyL 3-methoxyphenylphenylmethyL bis(4-methoxyphenyl)methyL 4-methoxyphenylphenylmethyL bis(2-ethoxy- 
phenyl)methyl, bis(3-ethoxyphenyl)methyL bis(4-ethoxyphenyl)methyl ; 2-propoxyphenylphenylmethyl, 3-propoxyphe- 
nylphenylmethyl, bis(4-propoxyphenyl)methyl : bis(3 ; 5-dimethoxyphenyl)methyL bis(2 ! 5-dimethoxyphenyl)methyl J bis 
(2 5 6-dimethoxyphenyI)methyL 2 : 4-dimethoxyphenylphenylmethyL bis(3 I 5-dipropoxyphenyl)methyl 1 2,5-dipropoxyphe- 
nylphenylmethyL 2 ; 5-diethoxyphenylphenylmethyL bis(2,4-diethoxyphenyl)methyl and bis(2 ; 3,6-trimethoxyphenyl) 
methyl groups; aralkyl groups substituted with at least one amino group : examples of which include 2-aminophenethyl, 
3-aminobenzyL 4-aminophenethyl : 3,5-diaminobenzyL 2 ; 5-diaminophenethyL 2 : 6-diaminobenzyL 2,4-diaminophene- 
thyl, 2,3,6-triaminobenzyL 2 : 3 ; 4-triaminophenethyL 3 : 4 : 5-triaminobenzyL 2 : 5 : 6-triammophenethyL 2,4,6-triaminoben- 
zyl, l-amino-2-naphthylmethyL 2-amino-1 -naphthylethyL 3-amino-1 -naphthylmethyL 3 : 8-diamino-1 -naphthylmethyL 

2.3- diamino-1 -naphthylethyL 4 : 8-diamino-1 -naphthylmethyL 5,6-diamino-1 -naphthylmethyL 2,3 : 6-triamino-1 -naphth- 
ylethyL 2..3 ! 4-triamino-1 -naphthylmethyL 3,4,5-triamino-l -naphthylmethyL 4,5 5 6-triamino-1 -naphthylethyL 2,4,8-triami- 
no-1 -naphthylmethyL bis(2-aminophenyl)methyL 3-amino-phenylphenylmethyl, bis(4-aminophenyl)methyl, 4-ami- 
nophenylphenylmethyL bis(3,5-diaminophenyl)methyL bis(2,5-diaminophenyl)methyL bis(2,6-diaminophenyl)methyl, 

2.4- diaminophenylphenylmethyl and bis(2,3,S-triaminophenyl)methyl groups: aralkyl groups substituted with at least 
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one nitro group, examples of which include 2-nitrophenethyl, 3-nitrobenzyl, 4-nitrobenzyl, 4-nitrophenethyl, 3,5-dini- 
trobenzyl, 2,5-dinitrophenethyl, 2,6-dinitrobenzyl, 2,4-dinitrophenethyl, 2,3,6-trinitrobenzyl, 2,3,4-trinitrophenethyL 

3.4.5- trinitrobenzyl, 2,5.6-trinitrophene1hyl, 2,4,6-trinitrobenzyl, 1 -nitro-2-naphthylmethyl. 2-nitro-1-naphthylethyL 3-ni- 
tro-1 -naphthylmethyL 3.8-dinitro-1 -naphthylmethyl ; 2,3-dinitro-1-naphthylethyL 4. 8-dinitro-1 -naphthylmethyL 5.6-dini- 

5 tro-1 -naphthylmethyL 2,3,6-trinitro-1-naphthylethyL 2,3,4-trinitro-1 -naphthylmethyL 3,4, 5-trinitro-1 -naphthylmethyL 

4.5.6- trinitro-1-naphthylethyl, 2 : 4,8-trinitro-1 -naphthylmethyL bis(2-nitrophenyl)methyl, 3-nitrophenylphenylmethyl, bis 
(4-nitrophenyl)methyl, 4-nitrophenylphenylmethyl, bis(3,5-dinitrophenyl)methyL bis(2 : 5-dinitrophenyl)methyL bis 
(2,6-dinitrophenyl)methyl, 2 ; 4-dinitrophenylphenylmethyl and bis(2,3,6-trinitrophenyl)methyl groups; and aralkyl 
groups substituted with at least one cyano group, examples of which include 2-cyanophenethyl, 3-cyanobenzyl, 4-cy- 

10 anobenzyl, 4-cyanobenzyldiphenylmethyl, 4-cyanophenethyl, 3,5-dicyanobenzyL 2,5-dicyanophenethyl, 2 : 6-dicy- 
anobenzyL 2,4-dicyanophenethyL 2,3,6-tricyanobenzyl, 2,3,4-tricyanophenethyl, 3,4,5-tricyanobenzyl, 2,5,6-tricyano- 
phenethyl, 2,4,6-tricyanobenzyl, 1 -cyano-2-naphthylmethyl, 3-cyano-1 -naphthylmethyL 3,8-dicyano-1 -naphthylme- 
thyL 2,3-dicyano-l-naphthylethyl, 4 : 8-dicyano-1 -naphthylmethyL 5, 6-dicyano-1 -naphthylmethyL 2,3,6-tricyano- 
. 1-naphthylethyl, 2, 3 : 4-tricyano-1 -naphthylmethyL 3,4,5-tricyano-1 -naphthylmethyL 4,5,6-tricyano-l-naphthylethyL 

?5 2, 4, 8-tricyano-1 -naphthylmethyL bis(2-cyanophenyl)methyl, 3-cyanophenylphenylmethyL. bis(4-cyanophenyl)methyl : 
4-cyanophenylphenylmethyL bis(3,5-dicyanophenyl)methyl, bis(2,5-dicyanophenyl)methyl : bis(2,6-dicyanophenyl) 
methyL 2 : 4-dicyanophenylphenylmethyl and bis(2 : 3 ; 6-tricyanophenyl)methyl groups. 

[0051 ] Of the above, unsubstituted aralkyl groups and aralkyl groups substituted with at least one substituent selected 
from the group consisting of halogen atoms, lower alkyl groups and lower alkoxy groups are preferred, unsubstituted 

20 aralkyl groups and aralkyl groups substituted with at least one substituent selected Irom the group consisting of halogen 
atoms and lower alkyl groups are more preferred, and unsubstituted aralkyl groups are most preferred. 
[0052] Where substituents R a , R b , R c or R d represent a lower alkylsulfonyl group, this is a group in which a lower 
alkyl group, defined and exemplified above, is bonded to a sulfonyl group (-S0 2 -). The lower alkylsulfonyl group is 
preferably a straight or branched alkylsulfonyl group having from 1 to 4 carbon atoms, more preferably a methylsulfonyl, 

25 ethylsulfonyl, propylsulfonyl, isopropylsulfonyl or butylsulfonyl group, and most preferably a methylsulfonyl, ethylsul- 
fonyl or propylsulfonyl group. 

[0053] Where substituents R c and R d together with the nitrogen atom to which they are bonded form a heterocyclyl 
group, said heterocyclyl group is a heterocyclyl group having at least one nitrogen atom as defined above in relation 
to substituent R 4 . Examples of said heterocyclyl group include 1 -azetidinyl, 1-pyrrolidinyL 1-pyrrolinyl. 1 -imidazolidinyl, 

30 1 -imidazolinyl, 1 -pyrazolidinyl, 1-pyrazolinyl, 3-oxazolidinyl, 3-thiazolidinyl, 1-piperidyl, tetrahydropyridin-1 -yl, dihydro- 
pyridin-1-yl, 1 -piperazinyL 4-morpholinyL 4-thiomorpholinyl, 1 -homopiperidyl, 8-azabicyclo-[3.2.1 ]octan-8-yl. 8-azabi- 
cyclo[3.2.1]octen-8-yl, 9-azabicyclo[3.3.1]nonan-9-yl and 9-azabicyclo[3.3.1]nonen-9-yl groups. 
[0054] Where substituents R c and R d together with the nitrogen atom to which they are bonded form a heterocyclyl 
group as defined and exemplified above, said heterocyclyl groups may be fused with another cyclic group selected 

35 from the group consisting of aryl groups defined above and heteroaryl groups defined above. Examples of such fused 
heterocyclyl groups include tetrahydroquinolin-1-yl and tetrahydroisoquinolin-2-yl. 

[0055] The halogen atoms in the definition of Substituent group a include fluorine, chlorine, bromine and iodine 
atoms, of which fluorine and chlorine atoms are preferred. 

[0056] Where the substituent in the definition of Substituent group a is a lower alkoxy group, this is a group in which 
40 an oxygen atom is bonded to a lower alkyl group as defined and exemplified above. The alkoxy groups are preferably - 
straight or branched alkoxy groups having 1 to 4 carbon atoms, more preferably methoxy, ethoxy, propoxy, isopropoxy 
or butoxy groups, and particularly preferably methoxy, ethoxy or propoxy groups. 

[0057] Where the substituent in the definition of Substituent group a is a halogeno lower alkoxy group this is a group 
in which a lower alkoxy group as defined above is substituted with at least one halogen atom as exemplified above. 
45 The halogeno lower alkoxy groups preferably have from 1 to 4 carbon atoms, and are more preferably selected from 
the group consisting of difluoromethoxy, trifluoromethoxy and 2,2,2-trifluoromethoxy groups. Difluoromethoxy groups 
are most preferred. 

[0058] Where the substituent in the definition of Substituent group a is a lower alkyllhio group this is a group in which 
a sulfur atom is bonded to a lower alkyl group as defined and exemplified above. The lower alkylthio groups are pref- 

so erably straight or branched alkylthio groups having 1 to 4 carbon atoms, more preferably methylthio, ethylthio, pro- 
pylthio, isopropylthio or butylthio groups, and particularly preferably methylthio, ethylthio or propylthio groups. 
[0059] Where the substituent in the definition of Substituent group a is a halogeno lower alkylthio group this is a 
group in which a lower alkylthio group as defined above is substituted with at least one halogen atom as exemplified 
above. The halogeno lower alkylthio groups preferably have from 1 to 4 carbon atoms, and are more preferably selected 

55 from the group consisting of difluoromethylthio, trifluoromethylthio and 2.2,2-trifluoroethylthio groups. 

[0060] A preferred group of substituents of Substituent group a is Substituent group. a 1 which comprises halogen 

atoms, lower alkoxy groups as defined above and halogeno lower alkoxy groups as defined above. 

[0061] A preferred group of substituents of Substituent group [5 is Substituent group p 1 which comprises a group of 
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formula -NR c R d wherein one of R c and R d is selected from the group consisting of hydrogen atoms and lower alky I 
groups as defined above and the other is selected from the group consisting of hydrogen atoms, lower alkyl groups 
as defined above and aralkyl groups as defined above. 

[0062] A preferred group of substituents of Substituent group y is Substituent group y 1 which comprises lower alkyl 
5 groups as defined above which are substituted with a substituent selected from the group consisting of amino groups, 
amino groups substituted with one or two lower alkyl groups as defined above and amino groups substituted with an 
aralkyl group as defined above. Of these, substituents in which the alkyl moiety which is substituted with a substituent 
selected from the group consisting of amino groups, amino groups substituted with one or two lower alkyl groups and 
amino groups substituted with an aralkyl is an alkyl group having from 1 to 4 carbon atoms are preferred. Aminomethyl, 
10 2-aminoethyl : 3-aminopropyl : methylaminomethyl, 2-(methylamino)ethyl, 3-(methylamino)propyl : ethylaminomethyl, 2- 
(ethylamino)ethyl 3-(ethylamino)propyl, dimethylaminomethyl.. 2-(dimethylamino)ethyl s 3-(dimethylamino)propyl : di- 
ethylaminomethyl, 2-(diethylamino)ethyl, 3-(diethylamino)propyl, benzylaminomethyl, 2-(benzylamino)ethyl and 3- 
(benzylamino)propyl groups are more preferred. 

[0063] A preferred group of substituents of Substituent group 5 is Substituent group 8 1 which comprises lower alkyl 
75 groups as defined above, halogeno lower alkyl groups, hydroxy lower alkyl groups and nitro lower alkyl groups. 

[0064] The halogeno lower alkyl groups in the definition of Substituent'group 5 1 above are lower alkyl groups as 
defined above which are substituted with at least one halogen atom. Halogeno alkyl groups having from 1 to 4 carbon 
atoms are preferred, trifluoromethyl, trichloromethyl, difluoromethyl, dichloromethyl, dibromomethyl, fluoromethyl, 
2,2,2-trichloroethyl, 2,2,2-trifluoroethyL 2-bromoethyl, 2-chloroethyl, 2-fluoroethyl and 2 : 2-dibromoethyl groups are 
20 more preferred, Irifluoromethyl, trichloromethyl, difluoromelhyl and fluoromelhyl groups are still more preferred, and 
trifluoromethyl groups are most preferred. 

[0065] The hydroxy lower alkyl groups in the definition of Substituent group 5 1 above are lower alkyl groups as defined 
above which are substituted with at least one hydroxy group. Hydroxyalkyl groups having from 1 to 4 carbon atoms 
are preferred, and hydroxymethyL 2-hydroxyethyl and 3-hydroxypropyl groups are most preferred. 
2S [0066] The nitro lower alkyl groups in the definition of Substituent group S 1 above are lower alkyl groups as defined 
above which are substituted with at least one nitro group. Nitroalkyl groups having from 1 to 4 carbon atoms are 
preferred, and nitromethyl, 2-nitroethyl and 3-nitropropyl are most preferred. 

[0067] Where R 3 is a group of formula-X-R 4 wherein X is a single bond and R 4 is a heterocyclyl group which may 
be optionally substituted with at least one group selected from the group consisting of Substituent group a defined 
30 above and Substituent group 8 defined above and which is substituted with at least one group selected from the group 
consisting of Substituent group p defined above and Substituent group 7 defined above or it is a heterocyclyl group 
having at least one nitrogen atom which may be optionally substituted with at least one group selected from the group 
consisting of Substituent group a defined above and Substituent group 5 defined above, the group R 3 is preferably a 
group of the following formula (II): 



35 



40 




R 



wherein: 



55 



50 



m represents 0 or 1 ; 
n represents 1 or 2; 

R 5 : R 6 : R 7 , R 8 and R 9 may be the same or different from one another and each is selected from the group consisting 
of hydrogen atoms, Substituent group a defined above : Substituent group p defined above, Substituent group y 
defined above and Substituent group 8 defined above; 

one of D and E represents a group of formula >NR 10 wherein R 10 is selected from the group consisting of hydrogen 
atoms, Substituent group y defined above and 

Substituent group 8 defined above, and the other represents a group of formula >CR 11 R 12 wherein R 11 and R 12 
are the same or different from one another and each is selected from the group consisting of hydrogen atoms, 
Substituent group a defined above, Substituent group p defined above, Substituent group y defined above and 
Substituent group 8 defined above, or 
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R 6 may form, together with R 5 or R 7 , a single bond, and/or R 10 and R 11 together may form a lower alkylene group 
defined below which is unsubstituted or is substituted with at least one substituent selected from the group con- 
sisting of Substituent group a defined above, Substituent group p defined above, Substituent group y defined above 
and Substituent group 8 defined above. 

5 

. [0068] Preferably, one of R 5 and R 7 forms a single bond together with R 6 : and the other is selected from the group 
consisting of hydrogen atoms. Substituent group a. Substituent group y and Substituent group 5, more preferably 
selected from the group consisting of hydrogen atoms : lower alkyl groups as defined above and aralkyl groups as 
defined above : and most preferably selected from the group consisting of hydrogen atoms, alkyl groups having from 

io 1 to 4 carbon atoms, benzyl groups and phenethyl groups. 

[0069] Each of R 8 . R 9 . R 10 . R 11 and R 12 is preferably selected from the group consisting of hydrogen atoms, Sub- 
stituent group a, Substituent group y and Substituent group 5, more preferably selected from the group consisting of 
hydrogen atoms, lower alkyl groups as defined above and aralkyl groups as defined above, and most preferably se- 
lected from the group consisting of hydrogen atoms, alkyl groups having from 1 to 4 carbon atoms, benzyl groups and 

15 phenethyl groups. 

[0070] Where R 10 and R 1 1 together form a lower alkylene group, this is a straight or branched alkylene group having 
from 1 to 6 carbon atoms, examples of which include methylene, ethylene, trimethylene, propylene, tetramethylene, 1 
-methyltrimethylene, 2-methyltrimethylene, 1 ,1 -dirnethylethylene, pentamethylene, 1 ,1-dimethyltrimethylene, 
2,2-dimethyltrimethylene. 1 .2-dimethyltrimethylene and hexamethylene groups. Straight or branched alkylene groups 
20 having from 3 to 6 carbon aloms are preferred, straight or branched alkylene group having 3 or 4 carbon atoms are 
more preferred, and straight chain alkylene groups having 3 or 4 carbon atoms are most preferred. 
[0071] Preferred examples of the above group of formula (II) include: 

(a) a group of formula (II) wherein m is 1 and n is 1 ; 
2S (b) a group of formula (II) wherein one of R 5 and R 7 together with R 6 represents a single bond and the other is a 

I - hydrogen atom; 

(c) a group of formula (II) wherein R 7 , R 8 and R 9 may be the same or different from one another and each is 
selected from the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group 7 
£ . defined above and Substituent group 5 defined above: 

30: (d) a group of formula (II) wherein R 10 , R 11 and R 12 may be the same or different from one another and each is 

K selected from the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group y 

fr. defined above and Substituent group 5 defined above: 

\ (e) a group of formula (II) wherein R 10 and R 11 together form a straight chain alkylene group having 3 or 4-carbon 

atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting of 
35 Substituent group a defined above, Substituent group p defined above, Substituent group 7 defined above and 

Substituent group 5 defined above: and 

(f) a group of formula (II) wherein each of R 7 R 8 and R 9 is a hydrogen atom, and R 10 and R 11 together form a 
straight chain alkylene group having 3 or 4 carbon atoms which is unsubstituted or is substituted with at least one 
substituent selected from the group consisting of Substituent group a defined above, Substituent group p defined 

40 above, Substituent group y defined above and Substituent group 5 defined above. 

[0072] Of these, more preferred examples of the above group of formula (II) include: 

(g) a group of formula (II) wherein m is 1, n is 1, D represents a group of formula >CR n R 12 and E represents a 
•*5 group of formula >NR 10 ; and 

(h) a group of formula (II) wherein m is 1, n is 1, D represents a group of formula >CR 11 R 12 , E represents a group 
of formula >NR 10 : and at least ope of the subsitituents R 8 , R 9 , R 11 and R 12 is a substituent selected from the group 
consisting of Substituent group a defined above, Substituent group ydefined above and Substituent group Sdefined 
above. 

50 

[0073] We also prefer a group of formula -X-R 4 wherein X is a lower alkenylene group which may optionally be 
substituted with at least one substituent selected from Substituent group a defined above and R 4 is a heterocyclyl 
group which may optionally be substituted with at least one group selected from the group consisting of Substituent 
group a defined above and Substituent group 5 defined above and which is substituted with at least one group selected 
55 from the group consisting of Substituent group p defined above and Substituent group 7 defined above or it is a hete- 
rocyclyl group having at least one nitrogen atom which may optionally be substituted with at least one group selected 
from the group consisting of Substituent group a defined above and Substituent group S defined above. 
[0074] In this case, preferred examples of such a heterocyclyl group for R 4 include 2-pyrrolidinyl, 1 -methyl-2-pyrro- 
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^2ZS£?S£ 1 ■ pr0Py| • 2 • pyrr0lid ' ny, ' 1-me.h y ,- 2 -pi pefidinyl , Vethy^-piperidiny, an d 

? e ,K Pre ! ent inVen,i0n encom P asses esters and °>her derivatives of the compounds of formula (I) These 
esters and other derivatives are compounds of formula (I) in which a functional group (for example, a hydroxy! group 
an am.no group, an ,m,no group or a sulfonamide group) of said compound of formula (I) is modified by the addition 
of a protecting group using conventional techniques well-known in the art (see, for example. -Protective Groups in 
Organic Synthesis, Second Edition, Theodora W. Greene and Peter G.M. Wuts. 1991. John Wiley & Sons Inc ) 
E. Ther ! ,s no Particular restriction on the nature of this protecting group, provided that, where the ester or other 
10 tloillt^ therapeutic purposes, it must be pharmacologically acceptable, i.e. the protecting group must 

of a nvfJ, h 9 fem0Ved bV 3 metab °' iC PfOCeSS (e 9 h ydro.ysis) °" administration of said compound io the body 
eitP Trl ^ m n 9 r 3 COmpound of ,ormula f ) ° r a salt 'hereof. In other words, the pharmacologically acceptable 
1 1 It! I K denvat,ves are pro-drugs of the compounds of formula (I) of the present invention. Where, however 

oumoses Z ™ T^h ?™ c ° mpound °' <0rmUla (0 ° f ,he preSent invention is intended for non-therapeutic 
is d Zl t Z { \ m ermed ' a,e ,n ,he P^Paration of other compounds), then the requirement that said ester or other 
'5 derivative is pharmacologically acceptable does not apply. 

S2«h^r k ^ eS ! er „° r ° ,her denVat,Ve ° f 3 cornDOund of f °r m "'a (I) of the present invention is pharmacologically 
acceptable can be easily determined. The compound under investigation is intravenously administered to an experi 

m or JZ S T 35 ?, r3 ' " m ° USe 3nd the b0dV f ' UidS °' ,he anima ' are thereafter stud ' ed " a impound of Zu a 

*o 1 iudoe'd fo^ n° h 9ICa ' 3< ; CeP,a , b,e S3 " ,hefe ° f C3n be de ' eC,ed " ,he b ° d ^ f,Uids ' the compound under investigation 
is (udged to be a pharmacologically acceptable ester or other derivative 

[0078] The compounds of formula (I) of the present invention can be converted toan ester, examples of which include 
a compound o, formula (I) in which a hydroxy, group present therein is esterified. The ester residue may be a general 
protecting group where the esterified compound is to be used as an intermediate or a protecting group which is ctpabTe 

« s^zr* process (e - 9 hydroiysis) in - whe - - — ™ * - " 

SSs hldX n i rl P H 0 ' eC,in ? 9r ° UP , re,e ? d 10 3bOVS iS 3 Pr ° teCting 9r ° UP WhiCh iS re-ovable by a chemical process 
m«h f hydr ° lyS,S ' hydrogenolys.s, electrolysis or photolysis. Preferred examples of such a general protecting group 
used to synthesise a compound of formu.a (I) in wh,ch a hydroxy, residue therein is esterified include the following 

30 (j) aliphatic acyl groups, examples of which include 

l7l7T*? r T S T 1' 0 "" 1 10 25 C3rb0n at ° mS ^ eXamples of which include tormyl. acetyl, propionyl 
8-methylnonanoyl, 3-ethyloctanoyl, 3,7-dimethyloctanoyl, undecanoyl, dodecanoyl. tridecanoyl tetrade- 
canoyl, pentadecanoyl, hexadecanoyl, 1-methylpentadecanoyl, 14-methylpentadecanoyl. 13,13-d.methyltet- 
radecanoy , heptadecanoyl, 1 5-methylhexadecanoyl, octadecanoyl, 1-methylheptadecanoyl. nonadecanoy 
eicosanoyl and heneicosanoyl groups, 

S a ' ky f rb ° ny ' 9rou ? s havin 9 from 1 to 25 carbons in which the alkyl moiety thereof is substituted 
Kce5lTr~ps 6XamPleS ° f WhiCh inC ' Ude ch,oroacet >" dichloroacetyl, trichloroacetyl and trif- 

lower alkoxyalkylcarbonyl groups which comprise an alkylcarbonyl group having from 1 to 25 carbon atoms 
m which the alky, moiety thereof is substituted wrth at .east one .owe" a.koxy group'as defined above exampS 
of said lower alkoxyalkylcarbonyl groups including methoxyacetyl groups and examples 

o^ a rm!?h alky ? 3 ?° nyl 9r ° UPS h3V,n9 ,r ° m 1 ,0 25 Carb ° n at ° ms ' exam P' es of wh ich include acryloyi, pro- 
pioloyl, methacryloyl, crotonoyl, isocrotonoyl and (E)-2-methyl-2-butenoyl groups 

of these, alkylcarbonyl groups having from 1 to 6 carbon atoms are preferred; 
(ii) aromatic acyl groups, examples of which include 

arylcarbonyl groups which comprise a carbonyl group which is substituted with an aryl group as defined above 
examples of which include benzoyl, a-naphthoyl and fi-naphthoyl groups 

halogenated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted 
Zlr lZ T TT a T eX3mP ' eS ° f Wh ' Ch inC ' Ude S-oromobenzoy, and 4-ch.orobenzoyl groups, 
Th ^ m 3ry Carb ° nyl 9r ° UPS WhiCh C ° mpriSe an arylcarbonyl group as defined above which is substi- 
Inf^oluoy. groups' ^ ^ " °' Wh,Ch ' Me 2. 4 ,6-trime,hy.*enzo y . 

lower alkoxylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is sub- 
stituted wrth a. .east one .ower a.koxy group as defined above, examp.es of which inc.ude 4-anisoyfgroupt 
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nitrated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted with 
at least one nitro group, examples of which include 4-nitrobenzoyl and 2-nitroben7oyl groups, 
lower alkoxycarbonylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which 
is substituted with a carbonyl group which is itself substituted with a lower alkoxy group as defined above, 
examples of which include 2-(methoxycarbonyl)benzoyl groups : and 

arylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted with 
at least one aryl group as defined above., examples of which include 4-phenylbenzoyl groups; 

(iii) alkoxycarbonyl groups, examples of which include 



lower alkoxycarbonyl groups which comprise a carbonyl group substituted with a lower alkoxy group as defined 
above, examples of which include methoxycarbonyL ethoxycarbonyl, propoxycarbonyL butoxycarbonyl, s-bu- 
toxycarbonyL t-butoxycarbonyl and isobutoxycarbonyl groups, and 

lower alkoxycarbonyl groups as defined above which are substituted with at least one substituent selected 
15 from the group consisting of halogen atoms and tri(lower alkyl)silyl groups (wherein said lower alkyl groups 

are as defined above), examples of which include 2,2,2-trichloroethoxycarbonyl and 2-trimethylsilylethoxycar- 
bonyl groups; 

(iv) tetrahydropyranyl or tetrahydrothiopyranyl groups which may optionally be substituted with at least one sub- 
20 slituent selected from lower alkyl groups as defined above, halogen atoms and lower alkoxy groups as defined 

above, examples of which include tetrahydropyran-2-yl, 3-bromotetrahydropyran-2-yl, 4-methoxytetrahydropyran- 
4-yl. tetrahydrothiopyran-2-yl and 4-methoxytetrahydrothiopyran-4-yl groups: 

(v) tetrahydrof uranyl or tetrahydrothiofuranyl groups which may optionally be substituted with at least one substit- 
25 uent selected from lower alkyl groups as defined above : halogen atoms and lower alkoxy groups as defined above, 

examples of which include tetrahydrofuran-2-yl and tetrahydrothiofuran-2-yl groups; 

(vi) silyl groups, examples of which include 

30 tri(lower alkyl)silyl groups (wherein said lower alkyl groups are as defined above), examples of which include 

trimethylsilyl, triethylsilyl, isopropyldimethylsilyl, t-butyldimethylsilyl, methyldiisopropylsilyl, methyl-di-t-butyls- 
ilyl and triisopropylsilyl groups, and 

tri(lower alkyl)silyl groups in which at least one of said lower alkyl groups is substituted with 1 or 2 aryl groups 
: as defined above, examples of which include diphenylmethylsilyl, diphenylbutylsilyl, diphenylisopropylsilyl and 

35 phenyldiisopropylsilyl groups; 

(vii) alkoxymethyl groups, examples of which include 

lower alkoxymethyl groups which comprise a methyl group which is substituted with a lower alkoxy group as 
40 defined above, examples of which include methoxymethyl, 1 , 1 -dimethyl-1 -methoxymethyl, ethoxymethyl, pro- 

poxymethyl, isopropoxymethyl, butoxymethyl and t-butoxy methyl groups, 

lower alkoxylated lower alkoxymethyl groups which comprise a lower alkoxymethyl group as defined above 
in which the alkoxy moiety thereof is substituted with a lower alkoxy group as defined above, examples of 
which include 2-methoxyethoxymethyl groups, and 
45 lower halogeno alkoxymethyl groups which comprise a lower alkoxymethyl group as defined above in which 

the alkoxy moiety thereof is substituted with at least one halogen atom, examples of which include 2,2,2-trichlo- 
roethoxymethyl and bis(2-chloroethoxy)methyl groups; 



(viii) substituted ethyl groups, examples of which include 

lower alkoxylated ethyl groups which comprise an ethyl group which is substituted with a lower alkoxy group 
as defined above, examples of which include 1 -ethoxyethyl and 1 -(isopropoxy)ethyl groups, and 
halogenated ethyl groups such as 2,2,2-trichloroethyl groups; 

55 (ix) aralkyl groups as define above, examples of which include « • 

lower alkyl groups as defined above which are substituted with from 1 to 3 aryl groups as defined above, 
examples of which include benzyl, a-naphthylmethyl, p-naphthylmethyl, diphenylmethyi, triphenylmethyl, <x- 



. 15 

BNSDOCID: <EP 107071 1A2_L> 



EP1 070 711 A2 



10 



15 



20 



25 



30 



35 



40 



45 



SO 



55 



naphthyldiphenylmethyl and 9-anthrylmethyl groups, and 

lower alkyl groups as defined above which are substituted with from 1 to 3 aryl groups as defined above in 
wh,ch said aryl moiety is substituted with at least one substituent selected from the group consisting of lower 
alkyl groups as defined above, lower alkoxy groups as defined above, nitro groups, halogen atoms and cyano 
groups, examples of which include 4-methylbenzyl, 2.4,6-trimethylbenzyl. 3.4,5-trimethylbenzyl, 4-methoxy- 
benzyl, 4-methoxyphenydiphenylmethyl, 2-nitrobenzyl, 4-nitrobenzyl, 4-chlorobenzyl. 4-bromobenzyl and 
4-cyanobenzyl groups; 

(x) 'alkenyloxycarbonyl groups" which comprise a carbonyl group which is substituted with an alkenyloxy group 
having from 2 to 6 carbon atoms, examples of which include vinyloxycarbonyl and allyloxycarbonyl groups and 

(xi) aralkyloxycarbonyl groups which comprise a carbonyl group which is substituted with an aralkyloxy group 
(which is an oxygen atom substituted with an aralkyl group as defined above), in which the aryl moiety thereof may 
optionally be substituted with one or two substituen.s selected from lower alkoxy groups as defined above and 
nrtro groups examples of which include benzyloxycarbonyl, 4-methoxybenzyloxycarbonyl. 3.4-dimethoxybenzy- 
loxycarbonyl, 2-nitrobenzyloxycarbonyl and 4-nitrobenzyloxycarbonyl groups. 

[0080] The protecting group which is capable of be.ng removed by a metabolic process (e.g. hydrolysis) in vivo is 
one, which on administration to the body of a live mammal is removable by a metabolic process (e g hydrolysis) to 
give a compound of formula (I) or a sa.t thereof. Preferred examp.es of such a protecting group whicn is used o 
synthes.se a compound of fo.mula (I) in which a hydroxyl residue therein is esterified include the following: 

(i) 1-(acyloxy)lower alkyl groups, examples of which include 

1 -(aliphatic acyloxy)lowcr alkyl groups which comprise a lower alkyl group as defined above which is substi- 
uted with an alkylcarbonyloxy group having from 1 to 6 carbon atoms, examples of which include formyloxyme- 
thyl. acetoxymethyl, dimethylaminoacetoxymethyl, propionyloxymethyl, butyryloxymethyl. pivaloyloxymethyl 
valeryloxymethyl, isovaleryloxymethyl, hexanoyloxymethyl, 1-formyloxyethyl, 1 -acetoxyethyl, 1-propiony- 
loxyethyl, 1 -butyryloxyethyl. 1 -pivaloyloxyethyl, 1 -valeryloxyethyl, 1 -isovaleryloxyethyl, 1 -hexanoyloxyethyl 
1-formyloxypropyl, 1 -acetoxypropyl, 1 -propionyloxypropyl. 1 -butyryloxypropyl, 1-pivaloyloxypropyl 1-valeryl- 
oxypropyl, l-.sovaleryloxypropyl, 1 -hexanoyloxypropyl, 1-acetoxybutyl, 1-propionyloxybutyl, 1 -butyryloxy- 
butyl, -pivaloyloxybutyl, 1 -acetoxypentyl. 1 -propionyloxypentyl. 1-bu.yryloxypentyl. 1 -pivaloyloxypentyl and 
1 -pivaloyloxyhexyl groups, 

1-(cycloalk y lcarbonyloxy)lower alkyl groups which compnse a lower alkyl group as defined above which is 
substituted with a cycloalkylcarbonyloxy group in which a carbonyloxy group is substituted with a cyclohexyl 
group as defined above, examples of which include cyclopentylcarbonyloxymethyl, cyclohexylcarbonyloxyme 
thyf 1-cyclopentylcarbonyloxyethyl, 1-cyclohexylcarbonyloxyethyl, 1 -cyclopentylcarbonyloxypropyl 1-cy- 
clohexylcarbonyloxypropyl, 1-cyclopentylcarbonyloxybutyl and 1-cyclohexylcarbonyloxybutyl groups and 
1 -(aromat, c acyloxy)lower alkyl groups which comprise a lower alkyl group as defined above which is substi- 
uted with an aralkyloxycarbonyl group which comprises a carbonyl group which is substituted with an aralky- 
loxy group (said aralkyloxy group comprising an oxygen atom which is substituted with an aralkyl group as 
defined above), examples of which include benzoyloxymethy I groups; 

(ii) substituted carbonyloxyalkyl groups, examples of which include 

oi,„ Jh° W ?k al i kox y ca * on y ,ox y) a| kyl g^ups which comprise a lower alkyl group as defined above which is sub- 
n Tr « h r ^'^^^XV Qroup which comprises a carbonyloxy group substituted with a lower alkoxy 
group as defined above, examples of which include methoxycarbonyloxymethyl, ethoxycarbonyloxymethyl pro 
poxycarbonyloxymethyl, isopropoxycarbonyloxymelhyl, butoxycarbonyloxymethyl, isobutoxycarbonyloxymelhyl 
pentyloxycarbonyloxymethyl, hexyloxycarbonyloxymethyl, cyclohexyloxycarbonyloxymethyl, cyclohexyloxycarbo^ 
nyloxy ( cyclohexyl)methyl, l-(methoxycarbonyloxy)ethyl. 1 -(ethoxycarbonyloxy)ethyl, ^ -(propoxycarbonyloxy) 
ethyl 1-(. S opropoxycarbonyloxy)ethyl, 1-(butoxycarbonyloxy)ethyl, 1-(isobutoxycarbonyloxy)ethyl, 1 -(t-butoxycar- 
cZ TS V Penty,0 : yCa , rb0nyl0Xy)ethyli Hhexyloxycarbonybxyiethyl, 1-(cyclopen,yWarbonyLy) 
o hy I 1 -(cyclopentyloxycarbonyloxy )P ropyl, 1 -(cyclohexy.oxycarbonyloxy)propyl, 1-(cyclopentyloxycarbonyloxy 
butyf 1-(cyclohexyloxycarbonyloxy)butyl, 1-(cyclohexyloxycarbonyloxy)ethyl, 1 -(ethoxycarbonyloxy)propyl 1 
methoxycarbonyloxy)propyl, 1 -(ethoxycarbonyloxy)propyl, 1 -(propoxycarbonyloxy)propyl, 1 -(isopropoxycarbony- 
2i '< butoxycarbony.oxy)pro P yl, 1 -(isobutoxycarbony,oxy) P ro Pyl , 1 -( P ent y ,oxycarbony.o^y )P ro P y, T- 
bZ I 7<T '° Xy)P ^ Py 1-(^oxycarbony.oxy)butyl, 1 -(ethoxycarbony.oxy)butyl. 1 -(propoxycarbonyloxy) 
butyl, 1-(.sopropoxycarbonyloxy)butyl. 1-(butoxycarbonyloxy)butyl, 1-(isobutoxycarbonyloxy)butyl 1-(methoxy- 
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carbonyioxy)pentyl. 1 -(ethoxycarbonyloxy)pentyl, 1 -(methoxycarbonyloxy)hexyf and 1 -(ethoxycarbonyloxy)hexyl 
groups, and oxodioxolenylm ethyl groups, which comprise a methyl group which is substituted with an oxodioxolenyl 
group which itself may optionally be substituted with a group selected from the group consisting of lower alkyl 
groups as defined above and aryl groups as defined above which may optionally be substituted with at least one 

5 lower alkyl group as defined above, lower alkoxy group as defined above or halogen atom, examples of which 

include (5-phenyl-2-oxo-1 ,3-dioxolen-4-yl)methyl, [5-(4-methylphenyl)-2-oxo-1 ,3-dioxolen-4-yl]methyl, [5- 
(4-methoxyphenyl)-2-oxo-1,3-dioxolen-4-yl]methyl ! [5-(4-fluorophenyl)-2-oxo-1 ,3-dioxolen-4-yl]methyl, (5-(4-chlo- 
rophenyl)-2-oxo-1 .3-dioxolen-4-yl]methyL (2-oxo-1 ^-dioxoien^-yO-methyL (5-methyl-2-oxo-i : 3-dioxolen-4-yl) 
metnyl (5-ethyl-2-oxo-1 ^-dioxolen^-yljmethyl, (5-propyl-2-oxo-1 ! 3-dioxolen-4-yl)methyL (5-isopropyl-2-oxo- 

io i.3-dioxolen-4-yl)methyl and (5-butyl-2-oxo-1 ,3-dioxolen-4-yl)methyl groups; 

(in) phthahdyl groups which comprise a phthalidyl group which may optionally be substituted with a substituent 
selected Irom the group consisting of lower alkyl groups as defined above and lower alkoxy groups as defined 
above cxHmples of which include phthalidyl, dimethylphthalidyl and dimethoxyphthalidyl groups: 

(iv ) niiphn.ic acyl groups as detined and exemplified above in relation to the general protecting group for a hydroxyl 

group 

(v) aromatic acy groups as defined and exemplified above in relation to the general protecting group for a hydroxyl 

20 gfoup 

(vi) hdlf-ester salt residues of succinic acid: 

(vii) phosphate ester salt residues: 

25 

(viii; ester-forming residues of an amino acid: 

(ix) carbamoyl groups which may optionally be substituted with I or 2 lower alkyl groups as defined above; and 

30 (x) i -(acyloxy )aikoxycarbonyl groups which comprise a lower alkoxycarbonyl group as defined above in which the 

lower alkoxy moiety is substituted with an aliphatic acyloxy group as defined above or an aromatic acyloxy group 
as defined above, examples of which include pivaloyloxymethyloxycarbonyl groups. 

[0081] Of the above protecting groups which are capable of being removed by a metabolic process (e.g. hydrolysis) 
35 in vivo which are used to synthesise a compound of formula (I) in which a hydroxyl residue therein is esterified, the 
substituted carbonyloxyalkyl groups are preferred. 

[0082] In the case where the compound of formula (I) of the present invention has an amino group, an imino group 
and/or a sulfonamide group, the compound can be converted to a derivative other than the esters described above 
and the pharmacologically acceptable salts described below. The "other derivatives" of the compounds of formula (I) 

JO include such derivatives. Example of such derivatives include an amide derivative in which an aliphatic acyl group 
defined and exemplified above or an aromatic acyl group defined and exemplified above is bonded to a nitrogen atom 
of an amino group., imino group and/or sulfonamide group present in said compound of formula (I). Where said derivative 
is a pharmacologically acceptable derivative of a compound of formula (I) it must be capable of being removed by a 
metabolic process (e.g. hydrolysis) on administration of said compound to the body of a live mammal to give a compound 

^5 of formula (I) or a salt thereof. 

[0083] Where the compound of formula (I) of the present invention or a pharmacologically acceptable ester or other 
derivative thereof has a basic group, such as an amino group, the compound can be converted to a salt by reacting it 
with an acid, and in the case where the compound of formula (I) of the present invention or a pharmacologically ac- 
ceptable ester or other derivative thereof has an acidic group, such as a sulfonamide group, the compound can be 

50 converted to a salt by reacting it with a base. The compounds of the present invention encompass such salts. Where 
said salts are to be used for a therapeutic use, they must be pharmacologically acceptable. 

[0084] Preferred examples of the salts formed with a basic group present in the compound of formula (I) of the present 
invention include inorganic acid salts such as hydrohalogcnatcd acid salts (e.g. hydrochlorides, hydrobromides and 
hydroiodides), nitrates, perchlorates, sulfates and phosphates; organic acid salts such as lower alkanesulfonates in 
55 which the lower alkyl moiety thereof is as defined above (e.g. methanesulfonates, trifluoromethanesulfonates and 
ethanesulfonates), arylsulfonates in which the aryl moiety thereof is as defined above (e.g. benzenesulfonate or p- 
toluenesulfonate), acetates, malates, fumarates, succinates, citrates, ascorbates, tartrates, oxalates and maleates; 
and amino acid salts such as glycine salts, lysine salts, arginine salts, ornithine salts, glutamates and aspartates. 
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S, inJS™ Tn mP ? , the . Sa ' tS '° rmed Wi,h 30 ^ 9r ° Up Present in the c ° m P°-* °' formub (!) of the 

a Sf earth m Ta a t oT^l" T me,f " ^ (a * SOdium S *' ,s ' polassi " m sa,IS — '"^ ««5 

Sin! ■ amin ^1 ? "^1 ^ ma9nesium sal,s >- a,u ™™™ salts and iron salts: amine salts such as 

morgan , amine salts (e.g. ammonium salts) and organic amine salts (e g t-octylamine salts dibenFvlamin* «n c 
morphohne salts, glucosamine salts, phenylglycinea.kyl ester salts. eftyleSedS^Mte^rtSS^i sal,!' 

b™ p H^ 

pC™n"l* 9 ^cttor lnV,n "° n """" Mn *" ' n3 " dUal • somer5 « "»«*" - -V 

SaX^^r^^^^^ 

tanTtbj a " °°" 9 ' t, " P a °'' nM ,b ° Ve Wh,Ch ™ y ° p " 0 ™ 1 " b ' «'*>s"Med >*> at least one substltueal selected 
SnTt'hT 3 Pheny ' ° r naPh,hy ' 9r ° UP WhiCh may ° ptl0nally be su bstituted with at least one substituent selected 
(C) Ri is a phenyl group which may optionally be substituted with at least one substituent selected from th» nm„n 
(0) Ri Is a phenyl ptoup which may oplionally be subsumed with at teas! on. substituent selected (root the n,n,,„ 

zss, ssr a,e -™ na,ooeTO to - 9 ' — - — — - a ha™:. d ,aC e 9 s p 
^ gbs ' i,uen, 9,oup p d ** d a6ove ' subwi ' aa " 1 ^ -' **>- «»» s ; 

S'mTbi 5 " PyPa> " " w " mMln '" O' 0 * ™V optionally be substituted with at Last one substituent selected 

s pTd=rr s sx^ stet suBs " ,upm 9roup » — 

group y defined above and Substituent group 5 defined above; Substituent 

(I) R2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof with a 

above Sul^ f ^ ^ IT" °' SUbS,i,U6n ' 9r ° Up « defined above ' SubsZnt g roup p Let ed 

above, Substituent group y def.ned above and Substituent group 5 defined above; 

(J) R2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-posi,ion thereof with a 
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substituent selected from the group consisting of methoxy, amino, methylamino, benzylamino, and a-methylben- 
zylamino groups; 

(K) R 4 is selected from the group consisting of: 

5 

cycloalkyl groups having from 3 to 7 carbon atoms, which may be optionally substituted with at least one 
substituent selected from the group consisting of 

Substituent group a defined above and Substituent group 8 defined above and which are substituted with at 
least one substituent selected from the group consisting of Substituent group |i defined above and Substituent 
to group y: 

phenyl or naphthyl groups which may be optionally substituted with at least one substituent selected from the 
group consisting of Substituent group a defined above and Substituent group 6 defined above and which are 
substituted with at least one substituent selected from the group consisting of Substituent group [3 defined 
above and Substituent group 7: 

is 4- to 12-membered non-aromatic heterocyclic groups containing one or two heteroatoms selected from the 

group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may be optionally substituted with 
at least one substituent selected from the group consisting of Substituent group a defined above and 
Substituent group 5 defined above and which are substituted with at least one substituent selected from the 
group consisting of Substituent group (3 defined above and Substituent group y defined above; 

20 4. to 12-membered non-aromatic helerocyclic groups containing one nitrogen atom and optionally one further 

heteroatom selected from the group consisting of oxygen atoms, sulfur atom and nitrogen atoms, which may 
optionally be substituted with at least one substituent selected from the group consisting of Substituent group 
a defined above and Substituent group 6 defined above: 

5- or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
25 consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may be optionally substituted with at least 

one substituent selected from the group consisting of Substituent group a defined above and Substituent group 
6 defined above and which are substituted with at least one substituent selected from the group consisting of 
Substituent group [3 defined above and Substituent group 7 defined above: 

5- or 6-membered aromatic heterocyclic groups containing one or two nitrogen atoms, said groups optionally 
30 : being substituted with at least one substituent selected from the group consisting of Substituent group a and 

Substituent group 6; and groups of formula -NR a R b wherein R a and R b are as defined above; 

(L) X is selected from the group consisting ot single bonds, alkylene groups having from 1 to 6 carbon atoms which 
may optionally be substituted with at least one substituent selected from Substituent group a defined above, alke- 
3S„ nylene groups having from 2 to 6 carbon atoms which may optionally be substituted with at least one substituent 

selected from Substituent group a defined above and alkynylene groups having from 2 to 6 carbon atoms which 
may optionally be substituted with at least one substituent selected from Substituent group 0. defined above; 

(M) X is selected from the group consisting of single bonds, alkylene groups having from 1 to 4 carbon atoms 
40 which may optionally be substituted with at least one substituent selected from Substituent group a defined above, 

alkenylene groups having from 2 to 4 carbon atoms which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above and alkynylene groups having from 2 to 4 carbon atoms which 
may optionally be substituted with at least one substituent selected from Substituent group a defined above; 

45 (N) X is a single bond or an alkenylene group having from 2 to 4 carbon atoms: 

(O) R 3 is a group of the following formula (II): 

50 



55 




>^ 9 

R' r . R' 



wherein 
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m represents 0 or 1 , 
n represents 1 or 2, 

• T! T" ,h * SSme 0 " s ' er ' 1 "° m one »>° lte each Is s.tecied from Ihe oro» 

Subslituent group 5 defined above, 

one of D and E represents a group of formula >NR>o wherein R io js se|ec(ed from h consjstjnQ of 

hydrogen atoms, Subs.ituent group y defined above and Subs.ifuen, group 8 defined abov and The Se 

;12l d fr ° m the c 9r ° u P c o"s,st,ng of hydrogen atoms. Subs.ituent group « defined above, Subslituent 
group 5 defined above, Subsfituent group y defined above and Subslituent group 5 defined above or 
R. -mj form, together w,th RS or R7. a single bond, and/or Rio and R« together may form a straight or branched 
. kylcne group having from 1 ,o 6 carbon atoms wh,ch is unsubstituted or is substituted 2 at leas, one 

r 9r ° UP C ° nSlStin9 °' Subs,i,uent 9 rou P « defined above. Subs trtuen group 6 
do -ncd .bove. Subs.ituent group y defined above and Subslituent group 5 defined above: P P 

(Hi h: is h group ol formula (II) as defined above wherein m is 1 and n is 1; 

i° fl ' ou^ ?oTrnu,a IcR ^ " ^ ^ ^ * * « fo ™* >N*«> and D represents 

iztj;:z°z;; ^^:^^: r z:^ R5 and R7 to9ether wi,h r6 — * ^ 

group „ defined above Subslituent orouo" hSh k consls "n9 of hydrogen atoms, Substituent 

(S) is a group of formula (I!) as defined above wherein Rio o n n nn t««^K«, , . . _ 

(T) R 3 is a group of formula (II) as defined above wherein each of R? r8 an H n9 Q u * 

(Unsaid compound of formula (I, is a compound of formula (.-1 ) or (I-3) below wherein Ri , R2 and R3 are as defined 



R 2 ^ 



N i , 

H R 

0-1) (I-3) 
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(i) R 1 is as defined in (A) above, R 2 is as defined in (F) above and R 3 is a group of formula -X-R 4 wherein X is as 
defined in (L) above and R 4 is as defined in (K) above; 

(ii) R 1 is as defined in (A) above. R 2 is as defined in (F) above and R 3 is a group of formula -X-R 4 wherein X is as 
defined in (M) above and R 4 is as defined in (K) above: 

(iii) R 1 is as defined in (B) above, R 2 is as defined in (G) above and R 3 . is a group of formula -X-R 4 wherein X is 
as defined in (N) above and R 4 is as defined in (K) above; 

(iv) R 1 is as defined in (B) above, R 2 is as defined in (G) above and R 3 is as defined in (O) above; 

(v) R 1 is as defined in (C) above, R 2 is as defined in (H) above and R 3 is as defined in (P) above; 

(vi) R 1 is as defined in (C) above, R 2 is as defined in (H) above and R 3 is as defined in (Q) above; 

(vii) R 1 is as defined in (D) above, R 2 is as defined in (I) above and R 3 is as defined in (R) above; 

(viii) R 1 is as defined in (E) above, R 2 is as defined in (J) above and R 3 is as defined in (S) above; 

(ix) R 1 is as defined in (E) above, R 2 is as defined in (J) above and R 3 is as defined in (T) above; and 

(x) any of the above compounds (i) to (ix) wherein the compound of formula (I) is a compound of formula (1-1) or 
(1-3) as defined in (U) above. 

[0091] Particularly preferred compounds of the present invention are compounds of formula (I) selected from the 
following group of compounds, and pharmacologically acceptable salts, esters and other derivatives thereof: 

4-(3-aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 /-/-pyrrole, 
4-(3-acetylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(3-methylaminopropyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
[5-(4-fluorophenyl)-4-(pyridin-4-yl)-1 H-pyrrol-3-yl]-(pyridin-4-yl)methanol, 
4-(1-acetyl-1 2 : 3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2, 3,6-tetrahydropyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(piperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-1 -(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

1 -(1 -acetylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 
3-(4-fluorophenyl)-1-[1-(2-nitroethyl)piperidin-4-yl]-2-(pyridin-4-yl )-1 H-pyrrole, 
3-(4-fluorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-1 -(piperidin-3-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

1- (azetidin-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 

4- (3-dimethylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-[3-(piperidin-1-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-[3-(1-methylpiperazin-4-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-( 1 -methyl-t ,2 : 3 ; 6-tetrahydropyridin-4-yl )-3-(pyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(l-methylpiperidin-4-yl)-3-(pyridm-4-yl)-1 H-pyrrole : 

3- (4-fluorophenyl)-2-(pyridin-4-yl)-1-(2,2 : 6,6-tetramethylpiperidin-4-yl)-l H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-2-en-3-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-3-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-2-(pyridin-4-yl)*1-(quinuclidin-3-yl)-1 H-pyrrole, 

1- (4-aminocyclohexyi)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole : 

3- (4-fluorophenyl)-2-(2-methylaminopyrimidin-4-yl)-1-(piperidin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]oct-2-en-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]octan-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4- (8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrroIe, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3,6-tetrahydro-2,2,6,6-tetramethylpyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(2,2,6,6-tetramethylpiperidin-4-yl)-l H-pyrrole, 
2-(4-fluorophenyl)-4-(2-methyl-1 ,2.3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
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I'n'aZn ^Z^f^", 2 ^^opyn^^ ,-3-(pyrtiin-4-y.)-l H-pyrrole, 

4-(l-etnylp.per.din-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl).m.pyrrole ' 

9*2'? ,OIOP Ir ny !!1"! 1 • iSOpr ° PyM ^S^'etrahydropyridin^-yD-S^pyridin^-yD-lH-oyrrole 
2-4|uorophenyH- 1 -pro P yM,2 ! 3 = 6-tetrahydro P yridin^ ' 

2-4- uoropheny! -4- n-Phenethyl-1,2.3 !6 -tetrahydro P yridin-4- y l )-3-(p y ridin-4- y i)o H-pyrrole 
2- 4- uorophenyl)-4-( l! 2 I 3 ! 5 i 8,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-iH-pyrrole 
f(4-fluorophen y i)-4-( 1 ,2 > 3,5,6 I 8a-hexahydroindolizin-7-yl)-3-( P yridin-4-yl-iH-oS 

A- (1.2-*m«rthyl-1 .2,3,6-,etrah y dropyridin-4-y<)-2-<4-f.uoropheny. . 3 -(pJndin-4-y - H-pw o e 

4-3-d.methylam,no-1-propen- 1 - y i)-2-(4-fluoro P h e n y i)-3-(p y ridin-4- y i,-ii pyrr ole 1w Py™le, 
4-(4-aminobutyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-lH-pyrrole 

4-(l- e th y l-6-meth y l-1,2,3 i 6-tetrahydro P yridin-4-yl)-2-(4.f| U oro P henyl 5 -3-(pyridin-4-yl)-lH^ 
4- 1-e.ny -2-methyl-l ! 2,3,6-tetrahydro P yridin-4- y .)-2-(4-fluoro P hen y l -3- pyridin-4-y - H^o e 
1 -(3-dimethylam.no P ropyl).3-(4.fluorophenyl)-2-(pyridin-4-yl )-1 H-pyrrole 
2-(4-fluorophenyl)-4-( 1 ^.as.SJ.S.Ba-octahydroindolizin-y-ylJ-S-Cpyridin^-vh-i H-ovrrole 

4- 2-allyM-methyl-l ; 2,3 : 6-.etrahydropyridin-4-y,)- 2 -(4-f„oro P heny, -3- pyndin-4-J, - H-py o e 

2- 4- uoropheny -4-(6-methy,- 1 - P ropy.-i ! 2 ! 3,6-,elrah y dropyridin-4-yl)-3-^ 

2- 4- luoropheny -4- 2-methy,-l. pr opyM,2,3,6-,e,rahydropyridin-4-yl,-3-(pyrid 

2- 4- uoropheny -4- (1 ,3.4,6 J,9a-he X ahydro-2^ q uinolizin-8-yl)-3-(py ri dr4-y.)- 1 H pyrrole 

2- 4- uorophen y i)-4-(i,3 ! 4 ; 6,9,9a-hcxahydro-2H- q u i nolizin-8-yl)-3-(pyridin-4-yl US' 

2-4 -J»o«^IM-(1.2A&^ 

2-(3,4-d,fluorophenyl)-4-(l,2,3,5 ! 8,8a-h e xahydroindolizin-7.yl).3-( P yndin-4-yl)lH-ovrrol e 

4" f \\l a "k eXa " y ^ r0ln f ,,2,n - 7 -y')-3-(Pyriclin-4-yl)-2-(3-lrifluorom e ,hylph e nyl)- y ^pyrrole, 
tXn 1 ff hydrOlndO,,2ln - 7 - yl) - 3 -<Py ridin - 4 -v0-2-(3-trifluoromethyl P henyl)-lH- P yrrole 
2- 3- uoropheny -4-1, 2.a5.8.8a-hexahydroindo ll zin-7-yl)-3-(pyndin-4-yl) 1 H-p' ole, 
2-(3-fluorophenyl)-4-(l .2,3,5,6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl -1 H-ovrrole 
2- 3-chloro P heny,)-4-(l,2,3,5,8,8a-hexahydro 1 ndo.iz,n-7 y y, Uw^Vl^SSl 

4" nl sT^K ° K°H 2i3 ' 5 /; 8a - hexahydroindol ^- 7 -y')-3-(Pyridin-4-yl-1H-py rro ,e 
I'll o H tf a ^ exah y droindoll2in - 7 -yl)-2-phenyl-3-(pyridin-4-yl)-i H-pyrrole. and 
4-(1,2,3,5.6,8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridjn-4-yl)-iH.pyrrole. 

2- (4-fluorophenyl)-3-(pyrjdin-4-yl)-4-(l,2,3,6-letrahydropyridin-4-yl)-i H- P yrrole 

3- (4-fluoro P henyl)-i -(piperidin-4-yl)-2-(pyridin-4-yl)-l H-pyrrole 

3- (4-fluorophenyl)-1-[3-(morpholin-1-yl)propylj.2-(pyridin-4-yl)-1H-pyrrole 

4- (e-azab,cyclo[3.2. 1 ]oct.2-en-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl,-lH-pyrrole 

2- 4-fluorophenyl)-4-(6-meihyl-l ,2.3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-i H-pyrrole 

4-1-ethy,- 1 ^3,6-,etra h ydro P ynd i n-4-y,).2-(4-f l uoro P heny,).3-( P S 

2m" ^ UOr ° P " eny ' -i~P'opyH .2,3,6-telrah y dro Py ridin-4- y i)-3-( Py ridin-4- y .)lH- Py rrole 

2- 4- uoropheny -4-(1-pro P yl-l,2,3,6-te.rahydropyr i din-4-y.)-3-( P yridin-4-yl)-i H-pyrrole 

2- 4- uorophenyl -4-(i - P henethy|.1,2.3,6-tetrahydropyridin-4-y.)-3-(pyrdin-4-yl)-l H-pyrrole 

2- 4-nuorophenyl)-4-(i .2,3,5,6,8a-hexahydroindo.izin-7-y,)-3-(pyridin -4-yl)-l H pyrrole 

4- ,6^,me hy -l ,p,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl).3-(pyridin-4-yl) l H-pyrrole 
A- .2-d.mothy.-1 .2,3,6-tetrah y dro Py ridin-4- y l)-2-(4-f.uorophen y l)-3-(pyr j din-4^ -1 H-pyrrole 
4- -e hy -6-methyl-l ,2,3,6-,e,rahydropyridin-4-y 1 ).2-(4-, l uoro P heny.)-3-( Py ndi^^ 
4-]-ethy.-2-meth y .-l,2,3,6-1et ra h y dro Py ridin-4- yI )-2-^ 

2- 4- uoro P hen y .)-4.(6-meth y ,-l- P ro Py l- 1 ,2,3,6-,e,rah y drop y ridjn-4- y l)-3^ 
2- 4 f UO r 0 phen y .)-4-(2-me,h yl - l-pro Py ,-1,2,3,6-,e,rah y dro Py ridm-4- y U-^ 
2-(4-fluoro P hen y ,)-4-(i,3,4,6.7,9a-hexah y dro-2H- q uino.izin-8- y l)-3-( Py hdin4- y l)- 
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2-(3 : 4-difluorophenyl)-4-(1 ^AS^^a-hexahydroindolizin-T-yO-S-fpyridin-^yO-l H-pyrrole, and 
^^.S.e^a-hexahydroindolizin-y-yO-S^pyridin^-ylJ^-CS-trifluoromethyiphenyO-l H-pyrrole. 
Specific examples of compounds of formula (I) of the present invention include the following compounds of formula 
(1-1 ) (Table 1 ) and formula (I-3) (Table 2). 

R 2 R 3 

N 
H 

d-1). 
. R 1 

N K 
R 3 

d-3) 



In these Tables, the following abbreviations are used: 

ABN 9-azabicyclo[3.3.1]nonanyl 
25 dcH-ABN dchydro[9-azabicyclo[3.3.1]nonanyl] (i.e. 9-azabicyclo[3.3.1]noncnyl) 

ABO 8-azabicyclo[3.2.1]octanyl 

deH-ABO dehydro[S-azabicyclo[3.2. 1 ]octanyl] (i.e. 8-azabicyclo[3.2.1 Joctenyl) 

Ac acetyl 

Azt azetidinyl 

30 Bn benzyl 

Bu butyl 

t-Bu t-butyl 

Bz benzoyl 

Et ethyl 

35 Hp heptyl 

Hpip homopiperidinyl 

Hx hexyl 

cHx cyclohexyl 

Ind indolizinyl 

40 Me methyl 

Mor morpholiny! 

Nn nonyl 

Oc octyl 

Ph phenyl 

45 Phet phenethyl 

Pip piperidyl 

dehi-Pip dehydropiperidyl (i.e. tetrahydropyridyl) 

Piz piperazinyl 

Pn pentyl 

so cPn cyclopentyl 

Pr propyl 

iPr isopropyl 

cPr cyclopropyl 

Pym pyrimidinyl 

55 Pyr pyridyl 

Pyrd pyrrolidinyl 

Qui quinolizinyl 

Qun quinuclidinyl 
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deH-Qun dehydroquinuclidinyl (i.e. quinuclidienyl) 
Tmor thiomorpholinyl. 
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Table 1 



r~ 

£> 












Compound 


R 


R 


R 




No. 








10 


1-1 


Ph 


4-Pyr 


H 2 N-CH : 




1-2 

1 


Ph 


4-Pyr 


H 2 N-(CH ; ) : 




1-3 


Ph 




4-Pyr 


H 2 N-(CH ; ) 3 


15 


1-4 


Ph 




4-Pyr 


H ; N-(CH 2 ) 4 






i , 


Ph 


4-Pyr 


MeNH-CH: 




1-6 


Ph 


4-Pyr 


McNH-(CH : ) 2 


20 


1-7 


Ph 


4-Pyr ' 


MeNH-(CH : )j 




1-8 


Ph 


4-Pyr 


MeNH-(CH 2 ) 4 




1-9 


Ph 


4-Pyr 


EtNH-CH 2 


25 


1-10 


Ph 


4-Pyr 


EtNH-(CH 2 ) : 




1-11 


Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




1-12 


Ph 


4-Pyr 


EtNH-(CH 2 ) 4 


30 


1-13 


Ph 


4-Pyr 


Me 2 N-CH 2 




1-14 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 




1-15 


Ph 


4-Pyr 


Me 2 N-(CH:)., 


35 


1-16 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




1-17 


Ph 


4-Pyr 


1-Azt-CH 2 




1-18 


'Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 


40 


1-19 


1* 


4-Pyr 


l-Azt-(CH 2 Xx 




1-20 


Ph 


4-Pyr 


1-A2t-(CH 2 ) 4 




1-21 


Ph 


4-Pyr 


l-P>Td-CH 2 


45 


1-22 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) : 




1-23 


Ph 


4-Pyr 


1-Pyrd-(CH : ), 




1-24 


Ph 


4-Pyr 


l-P>Td-(CH : ) 4 


SO 


1-25 


Ph 


4-Pyr 


1-Pip-CH 2 




1-26 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 




1-27 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


55 


1-28 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 
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Compound 


r> 1 
K 


R- 




5 


So. 








1-29 


Ph 


4-Pyr 


1-Mor-CH; 




1-30 


Ph 


4-Pyr 


l-Mor-(CH;b j 


10 


1-31 


Ph 


4-Pyr 


l-Mor-(CH : ), ! 

i 




1-32 


Ph 


4-Pyr 


l-Mor-(CH : ) 4 




1-33 


Ph 


4-Pyr 


1-Tmor-CHr 


15 


1-34 


Ph 


4-Pyr 


l-Tmor-(CH;h 




1-35 


Ph 


4-Pyr 


l-Tmor-(CH:) 3 




1-36 


Ph 


4-Pyr 


1 -Tmor-(CH 2 )j 


20 


1-37 


Ph 


4-Pyr 


1-Piz-CH 2 




1-38 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 




1-39 


Ph 


4-Pyr 


1-Piz-(CH 2 )3 


25 


1-40 


Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 )i 




1-41 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 




1-42 


Ph 


4-Pyr 


3-Azt 


30 


1-43 


Ph 


4-Pyr 


l-Me-3-Azt 




1-44 


Ph 


4-Pyr 


l-Bn-3-Azt 




1-45 


Ph 


4-Pyr 


3-Pyrd 


35 


1-46 


Ph 


4-Pyr 


l-Me-3-Pyrd 




1-47 


Ph 


4-Pyr 


3-Pip 




1-48 


Ph 


4-Pyr 


4-Pjp 


40 


1-49 


Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-50 


Ph 


4-Pyr 


l-Me-4-Pip 




1-51 


Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 


45 


1-52 


Ph 


4-Pyr 


l-Et-4-Pip 1 




1-53 


Ph 


4-Pyr 


l-Bn-4-Pip 




1-54 


Ph 


4-Pyr 


3-Hpip 


SO 


1-55 


Ph 


4-Pyr 


l-Me-3-Hpip 




1-56 


Ph 


4-Pyr 


4-Hpip 


55 


1-57 


Ph 


4-Pyr 


1 -Me-4-Hpip 




1-58 


Ph 


4-Pyr 


2-Mor 
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I 

c 


Compound ■ 

! 

No. 


P ' 
IX 


k 

IX 


R 3 

IX 




1-59 


Ph 


4-Pyr 


l-Me-2-Mor 


j 


1-60 


Ph 


4-Pyr 


2-Tmor 


70 


1-61 | 


Ph 


4-Pyr ; 


l-Me-2-Tmor 


i 


1-62 | 


Ph 


4-Pyr ; 


1-Piz 


i 


1-63 


Ph 


4-Pyr ! 


4-Me-l-Piz 


75 


1-64 


Ph 


4-Pyr ; 


2-Piz 




1-65 


Ph 


4-Pyr ' 


4-P>T 




1-66 


Ph 


4-Pyr 


3-P>T 


20 


1-67 ' 


Ph 


4-Pyr ' "; 


2-Pyr 




1-68 


Ph 


4-Pyr ; 4-Pym 




1-69 


Ph 


. ~» .... 

4-Pyr j 


5-Pym 


25 


1-70 


Ph 


4-P>T 


2-Pym 




1-71 


Ph 


4-Pyr i 


3-Azt-CH: 




1-72 


Ph ' 


4-Pyr i 


l-Me-3-Azt-CH 2 


30 


1-73 


Ph 


4-Pyr 

_ | 


3-Pyrd-CH 2 




1-74 


Ph 


4-Pyr 


l-Mc-3-Pyrd-CH 2 




1-75 


Ph 


4-P>T 


4-Pip-CH 2 


35 


1-76 ' 


Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




1-77 


Ph 


4-P>T 


3-Hpip-CH 2 




1-78 


Ph 


4-P>T 


l-Me-3-Hpip-CH 2 


40 


1-79 


Ph 


4-Pyr 


4-Hpip-CH 2 




1-80 


Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 




1-81 


Ph 


4-Pyr 


2-Mor-CH 2 


45 


1-82 


Ph 


4-Pyr 


l-Me-2-Mor-CH 2 




1-83 


Ph 


4-Pyr 


2-Tmor-CH 2 




1-84 


Ph 


4 : Pyr 


l-Me-2-Tmor-CH 2 


50 


1-85 


Ph 


4-Pyr 


1-Piz-CH> 




1-86 


Ph 


4-P>T 


4-Me-l-Piz-CH 2 




1-87 


Ph 


4-Pyr 


2-Piz-CH 2 


55 


1-88 


Ph 


4-Pyr 


4-Pyr-CH 2 
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5 


Compound 
No. 


R 


R* 


R 3 




1-89 


Ph 


4-Pyr 


3-Pyr-CH; 




1-90 


Ph 


4-Pyr 


2-Pyr-CH; 


10 


1-91 


Ph 


4-Pyr 


4-Pym-CH; 




1-92 


Ph 


4-Pyr 


5-Pym-CH: 




1-93 


Ph 


4-Pyr 


2-Pym-CH: 


15 


1-94 


Ph 


4-Pyr 


H-N-CH 2 CH=CH 




1-95 


4-F-Ph 


4-Pyr 


H 2 N-CH : 




1-96 


4-F-Ph 


4-Pyr 


H,N-(CH 2 ) ; 




20 


1-97 


| 4-F-Ph 


4-Pyr 


H ; N-(CH 2 ): 




1-98 


4-F-Ph 


4-Pyr 


H:N-(CH ; ) 4 




1-99 


4-F-Ph 


4-Pyr 


MeNH-CH 2 


25 


1-100 


4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 2 




1-10] 


4-F-Ph 


4-Pyr 


MeNH-(CH 2 )., 




1-102 


4-F-Ph 


4-Pyr 


MeNH-(CH 2 )j 


30 


1-103 


4-F-Ph 


4-Pyr 


EtNH-CH 2 




1-104 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




1-105 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 h 


35 


1-106 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




1-107 


4-F-Ph 


4-Pyr 


Mc 2 N-CH 2 




1-108 


4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


40 


1-109 


4-F-Ph 


4-Pyr 


Me 2 K-(CH 2 ), 




1-110 


4-F-Ph 


4-Pyr 


Mc 2 N-(CH 2 ) 4 




1-111 


4-F-Ph 


4-Pyr 


l-.A^t-CH 2 


45 


1-112 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 




1-113 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




1-114 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


SO 


1-115 


4-F-Ph 


4-Pyr 


1-Pyrd-CH 2 




1-116 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 


55 


1-117 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




1-118 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 



BNSDOCID: <EP 107071 1A2J_> 



28 



EP 1 070 711 A2 





Compound 

No. 


R 


R 


R 




1-119 


4-F-Ph 


4-Pyr 


1-Pip-CH ? 




1-120 


4-F-Ph 


4-Pyr 


l-Pip-(CHj): 


10 


1-121 


4-F-Ph 


4-Pyr 


1-Pip-(CH;) 3 




1-122 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 )4 




1-123 


4-F-Ph 


4-Pyr 


1-Mor-CH; 


15 


1-124 


4-F-Ph 


4-Pyr 


l-Mor-(CH : ); 




1-125 


4-F-Ph 


4-Pyr 


l-Mor-(CH : )., 






4-F-Ph 


4-Pyr 


l-Mor-(CH : ) 4 


20 


1-127 


4-F-Ph 


4-Pyr 


1-Tmor-CH: 




1-128 


4-F-Ph 


4-Pyr 


l-Tmor-(CH : ) : 




1-129 


4-F-Ph 

• 


4-Pyr 


l-Tmor-(CH 2 ) 3 


25 


1-130 


4-F-Ph 


4-Pyr 


l-Tmor-(CH ; ) 4 




1-131 


4-F-Ph 


4-Pyr 


1-Piz-CH 2 I 




1-132 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ): 


30 


"l~133~ 


4-F-Ph 


4-Pyr 


1-Pi7-(CH 2 ) 5 




1-134 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-135 


4-F-Ph 


4-Pyr 


4-Bn-l-Piz-(CH : ) ;> 


35 


1-136 


4-F-Ph 


4-Pyr 


3-Azt 




1-137 


4-F-Ph 


4-Pyr 


l-Me-3-Azl 




1-13S 


4-F-Ph 


4-Pyr 


l-Bn-3-Azt 


40 


1-139 


4-F-Ph 


4-Pyr 


3-Pyrd 




1-140 


4-F-Ph 


4-Pyr 


l-Me-3-P>Td 




1-141 


4-F-Ph 


4-Pyr 


3-Pip 


45 


1-142 


4-F-Ph 


4-Pyr 


4-Pip 




1-143 


4-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-144 


4-F-Ph 


4-Pyr 


l-Me-4-Pip 


SO 


1-145 


4-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-146 


4-F-Ph 


4-Pyr 


l-Ei-4-Pip 




1-147 


4-F-Ph 


4-Pyr 


l-Bn-4-Pip 


55 


1-14S 


4-F-Ph 


4-Pyr 


3-Hpip 
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w 



15 



20 



25 



30 



35 



40 



45 



50 



55 



I 

Compound | 
No. | 


R- R 3 


1-149 


| 4-F-Ph 


4 -P>t l-Me-3-Hpip 


1-150 


: 4-F-Ph 


4-P>t 4-Hpip 


1-151 


| 4-F-Ph 


4-P>t l-Me-4-Hpip 


1-152 | 4-F-Ph 


4 - p yr i 2-Mor 


1-153 


4-F-Ph 


4 "Pvr ; l-Me-2-Mor 


1-154 


4-F-Ph 


4-Pyr ; 2-Tmor 


1-155 


4-F-Ph 


4- p vr l-Me-2-Tmor 


1-156 


4-F-Ph 


4-Pyr 1 -Pi z 


1-157 


4-F-Ph 


4-P>t 4-Me-l-Piz 


1-158 


4-F-Ph 


4-Pyr 2-Piz 


1-159 


4-F-Ph 


4-Pyr 4.p yT 


1-160 


4-F-Ph 


4-Pvt 3-Pyr 


1-161 


4-F-Ph 


4-Pyr 2-Pyr 


1-162 


4-F-Ph 


4 " p yr 4-Pyni 


1-163 


4-F-Ph 


4 " p yr . 5-P>tti 


1-164 


4-F-Ph 


4 - p >T 2-Pym 


1-165 


4-F-Ph 


4 - p y 3-Azt-CH 2 


1-166 


4-F-Ph 


4 - p > T l-Me-3-Azt-CH 2 


1-167 


4-F-Ph 


4 - p >T I 3-P>rd-CH 2 


1 1 no 

1-168 


4-F-Ph 


4 - p y | l-Me-3-Pyrd-CH 2 


1-169 


4-F-Ph 


4 - p y ; 4-Pip-CH 2 


1-170 


4-F-Ph 

L 


4 " P > T 1 l-Me-4-Pip-CH 2 4 


1-171 


4-F-Ph | 4-Pyr \ 3-Hpip-CH, 


1-172 


4-F-Ph j 4-Pyr ; l-Mc-3-Hpip-CH 2 


1-173 


4-F-Ph ; 4-Pyr . 4 -Hpip-CH 2 


1-174 


4-F-Ph i 4-Pyr 1 l-Me-4-Hp,p-CH 2 


1-175 


4-F-Ph j 4-Pyr j 2-Mor-CH 3 


1-176 


4-F-Ph j 4-Pyr j l-Me-2-Mor-CH, 


1-177 


4-F-Ph j 4-Pyr j 2-Tmor-CH, 

— ' 1 


1-178 


4-F-Ph j 4-Pyr \ l-Me-2-Tmor-CH. 

: _J _ _^ 
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5 


Compound 

No. 










1-179 


4-F-Ph 


4-Pyr 


1-PlZ-CH; 




1-180 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-CH; 


10 


1-181 


4-F-Ph 


4-Pyr 


2-Piz-CH; 




1-182 


4-F-Ph 


4-Pyr 


4-Pyr-CH; 




1-183 


4-F-Ph 


4-Pyr 


3-Pyr-CH; 


15 


1-184 


4-F-Ph 


4-Pyr 


2-Pyr-CH; 




1-185 


4-F-Ph 


4-Pyr 


4-Pym-CH: 




1-186 


4-F-Ph 


4-Pyr 


5-Pym-CH: 


20 


1-187 


4-F-Ph 


4-Pyr 


2-Pym-CH; 




1-188 


3-F-Ph 


4-Pyr 


H 2 N-CH 2 




1-189 


3-F-Ph 


4-Pyr 


H ; N-(CH : ); 


25 


1-190 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 j 




1-191 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 )4 




1-192 


3-F-Ph 


4-Pyr 


MeNH-CH 2 


30 


1-193 


3-F-Ph 


4-Pyr 


MeNH-(CH ; ) 2 




1-194 


3-F-Ph 


4-Pyr 


MeNH-(ClI 2 ); 




1-195 


3-F-Ph 


4-Pyr 


MeNH-(CH-)4 


35 


1-196 


3-F-Ph 


4-Pyr 


EtKH-CH 2 




1-197 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




1-198 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


40 


1-199 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




1-200 


3-F-Ph 


4-Pyr 


Me 2 M-CH 2 




1-201 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


45 


1-202 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) : . 




1-203 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




1-204 

i 


3-F-Ph 


4-Pyr 


1-Azt-CH 2 


SO 


1-205 

i 


| 3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 




! 1-206 
l 


j 3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) ? 




j 1-207 


| 3-F-Ph 

1 


4-Pyr 


1-Azt-(CH 2 ) 4 


ss 


1-208 


j 3-F-Ph 


4-Pyr 


1-Pyrd-CH 2 
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| 

: Compound 1 \ 

■ R 


R- 


! ■ ! 

! R ? j 

1 


5 


' No. | 






1 1-209 | 3-F-Ph 


4-Pyr 


i 1-Pyrd-(CH^ 1 




! 1-210 | 3-F-Ph 


4-Pyr 


1 1-Pyrd-(CH : )3 i 


10 


'1-211 ! 3-F-Ph 


4-Pyr 


j 1-Pyrd-(CH;) 4 j 




1-212 1 3-F-Ph 


4-Pyr 


; i-Pip-cH 2 

j 




.1-213 3-F-Ph 


4-Pyr 


! 1-Pip-(CH,)- 

i 


15 


1-214 3-F-Ph 


4-Pyr 


1-Pip-(CH:) : , J 




11-215 ■ 3-F-Ph 


4-Pyr 


1-Pip-(CH:) 4 j 




'1-216 : 3-F-Ph 


4-Pyr 


1 -Mor-CH 2 | 


20 


'1-217 ; 3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 | 




1-218 3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 ! 




1-219 3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


25 


i 1-220 ; 3-F-Ph 


4-Pyr 


1-Tmor-CH: ] 




1-221 3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 j 




1-222 | 3-F-Ph 


4-Pyr 


l-Tmor-(CH : ) : , j 


30 


1-223 | 3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 j 




, 1-224 1 3-F-Ph 


4-Pyr 


l-Piz-CH: 




( 1-225 1 3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ): ! 


35 


( 1-226 1 3-F-Ph 


4-Pyr 


l-Piz-(CH 2 )j j 




, 1-227 ! 3-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 )3 j 




! 1-228 1 3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 j 


40 


: 1-229 , 3-F-Ph 


4-Pyr 


3-Azt | 




. 1-230 ! 3-F-Ph 


4-Pyr 


l-Me-3-Azt 1 




: 1-231 ' 3-F-Ph 


4-Pyr 


l-Bn-3-Azt | 


45 


i 1-232 ' 3-F-Ph 


4-Pyr 


3-P>Td H 




J 1-233 j 3-F-Ph 


4-Pyr 


l-Me-3-Pyrd j 




] 1-234 i 3-F-Ph 


4-Pyr 


3-Pip 


50 


j 1-235 ! 3-F-Ph 


4-Pyr 


4-Pip 




1-236 j 3-F-Ph 


4-Pyr ~~1 


4-(3.4-deH-Pip) | 


55 


1-237 | 3-F-Ph 


4-Pyr 


l-Me-4-Pip j 


1-238 j 3-F-Ph 

j 


4-Pyr 


l-Me-4-(3,4-deH-Pip) j 
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r 
o 


No. 




R 


R- 




1-239 


I 3-F-Ph 


4-Pyr 


l-Et-4-Pip 




1-240 


3-F-Ph 


4-Pyr 


l-Bn-4-Pip 


10 


1-241 


! 3-F-Ph 


4-Pyr 


3-Hpip 




1-242 


| 3-F-Ph 


4-Pyr 


l-Me-3-Hpip 




1-243 


3-F-Ph 


4-Pyr 


4-Hpip 




15 


1-244 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip 






1-245 


3-F-Ph 


4-Pyr 


2-Mor 






1-246 


3-F-Ph 


4-Pyr 


l-Me-2-Mor 


20 


1-247 


3-F-Ph 


4-Pyr 


2-Tmor 




1-248 


3-F-Ph 


4-Pyr 


l-Mc-2-Tmor 




1-249 


3-F-Ph 


4-Pyr 


l-Piz 


25 


1-250 


3-F-Ph 


4-Pyr 


4-Me-l-Piz 




1-251 


3-F-Ph 


4-Pyr 


2-Piz 




1-252 


3-F-Ph 


4-Pyr 


4-Pyr 


30 


1-253 


3-F-Ph 


4-Pyr 


3-Pyr 




1-254 


3-F-Ph 


4-Pyr 


2-Pyr 




1-255 


3-F-Ph 


4-Pyr 


4-Pym 


35 


1-256 


3-F-Ph 


4-Pyr 


5-Pym 




1-257 


3-F-Ph | 


4-Pyr 


2-Pym 




1-258 


3-F-Ph 


4-Pyr 


3-Azt-CH 2 


40 


1-259 


3-F-Ph 


4-Pyr 


l-Me-3-Azt-CH: 




1-260 


3-F-Ph 


4-Pyr 


3-Pyrd-CH 2 




1-261 


3-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH; 


45 


1-262 


3-F-Ph 


4-Pyr 


4-Pip-CH 2 




1-263 


3-F-Ph 


4-Pyr 


l-Me-4-Pip-CH; 




1-264 


3-F-Ph 


4-Pyr 


3-Hpip-CH 2 


50 


1-265 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




1-266 


3-F-Ph 


4-Pyr 


4-Hpip-CH 2 




1-267 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


55 


1-268 


3-F-Ph 


4-Pyr 


2-Mor-CH 2 
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s 


Compound 

. No. 


R 1 


1 

1 R : 

i 






: 1-269 


3-F-Ph 


1 4-Pvr 
i 


i -Me-2-Mor-CH; 




: 1-270 


3-F-Ph 


t ryi 


J mor-CHT 


10 


; 1-271 


3-F-Ph 


t ryi 


l-Mc-2- 1 mor-CH: 




1-272 

i 


3-F-Ph 


i 4-Pvr 

ryr 


1 -riZ-CH^ 




: 1-273 


3-F-Ph 


* 


4-Me-l -riz-CH: 


15 


: 1-274 


3-F-Ph 


4-Pvr 


2-P12-CH2 




: 1-275 


3-F-Ph 


4-Pvr 


4-Pyr-CH 2 | 




: 1-276 


3-F-Ph 


4-P\T 


3-Pyr-CH: 


20 


: 1-277 


3-F-Ph 


4-Pvr 


2-Pyr-CH 2 




! 1-278 


3-F-Ph 


4-Pvr 

■» r yi 


4-Pym-CH: 




| 1-279 


3-F-Ph 


4-Pvr 


5-Pym_CH2 


25 


i 1-280 

1 


3-F-Ph 


4-Pvr 


2-Pym-CH2 




1-281 


3,4-diF-Ph 


4-Pvr 


H 2 N-CH 2 




j 1-282 

1 


3,4-diF-Ph 


4-Pvr 

^ f VI 


H 2 N-(CH 2 ): 


30 


! 1-283 

i 


3,4-diF-Ph 


4-Pvr 
^ r y i 


IJ XT f T T -\ 

H2N-(CH2)3 




1-284 


3,4-diF-Ph 


4-Pvr 


T T XT /■ t t \ 

H 2 N-(CH 2 )4 




1-285 


3.4-diF-Ph 


4-Pvr 


MeNH-CH 2 


35 


1-286 


3,4-diF-Ph 


4-Pvr 
» x yi 


McNH-(CH 2 ) 2 




1-287 


3,4-diF-Ph 


4-Pvr 
•T jr yi 


MeNH-(CH 2 )3 




1-288 


3,4-diF-Ph 


4-Pvr 
t ryr 


MeNH-(CH 2 )4 


40 


1-289 


3,4-diF-Ph 


4-Pvr 
*t ryr 


EtNH-CH 2 




1-290 


3,4-diF-Ph 


4-Pvr 
■* i yi 


htNH-(CH 2 ) 2 




1-291 


3,4-diF-Ph 


4-Pvr 
ryr 


ttNH-(CH 2 )3 


45 


1-292 


3.4-diF-Ph 


4-Pvr 
t ryi 


r»\rT_i /nil 

ttNH-(CH 2 )4 




1-293 


3,4-diF-Ph 


4-Pvr 


Me 2 i\-CH 2 




1-294 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ): 


50 


1-295 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




1-296 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




1-297 


3,4-diF-Ph 


4-Pyr 


1-Azt-CH 2 


55 


1-298 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 
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5 


Compound 

No. 


i 

Rl i 








I -299 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH^ 




I -300 


3 4-diF-Ph 


4-P\T 


1-A2t-(CH : ) 4 


-I 


1-301 


3,4-diF-Ph 


4-Pvr 


1-Pvrd-CH^ 1 

: : 1 




1 Ju — 


3.4-diF-Ph 


4-Pvr 

f r yi 


1-Pyrd-(CH^ i 


I 


1-101 


3.4-diF-Ph* 


4-P\T 


1-Pyrd-(CH 2 )3 j 


75 


J Ui 


3.4-diF-Ph 


4-P\T 


l-Pvrd-(CH->) 4 i 




1 -10S 


1 4-diF-Ph 


4-P\T 


1-Pip-CH: 






3,4-diF-Ph 


4-Pvr 


l-Pio-(CH-»)i 


20 


1 -107 
i ->\j / 


3.4-diF-Ph 


4-Pvr 


l-Pio-CCFKh 




1 -10R 


1 4-diF-Ph 

J ,*T LI 1 1 111 


4-Pyr 


1 -PirWCH-»Vi 




1-109 


3,4-diF-Ph 


4-Pvr 


1-Mor-CHU 




1-310 


3.4-diF-Ph 


4-Pvr 

f r yi 


l-Mor-fCFM-. 




1-311 


3.4-diF-Ph 


4-Pvr 


l-Mor-fCHnh 




1-312 


3,4-diF-Ph 


4-P\T 




30 




1 4-diF-Ph 

^,*T UIJ —I 11 


4-Pvr 


1 -Tmnr-PH-» 




1-114 


3,4-diF-Ph 


4-Pvr 


1 -Tmnr-f PH-^t 

j j 1 1 iu i 1 2 /2 




1-115 


1 4-diF-Ph 
j u ii iii 


4-Pvr 
h ryi 


1-Tmor-^CH^i 


3S 


1-316 


3,4-diF-Ph 


4-Pvr 


1-Tmor-lCH^j 




1-317 


3,4-diF-Ph 


4-Pvr 


1-Piz-CH^ 




1-318 


3,4-diF-Ph 


4-Pvr 


l-Piz-(CH^-> 


40 


1-319 


3,4-diF-Ph 


4-Pvr 


l-Piz-fCFM; 




1-320 


3,4-diF-Ph 


4-Pvr 


4-Me-l-Piz-(CH^x 




1-321 


3,4-diF-Ph 


4-Pvr 


1-Piz-(CH->L 


45 


1-322 


3,4-diF-Ph 


4-Pvr 


3-Azt 




1-323 


3,4-diF-Ph 


4-Pyr 


1 - Me-1- A7t 




1-324 


3,4-diF-Ph 


4-Pyr 


l-Bn-3-Azt 


SO 


1-325 


3,4-diF-Ph 


4-Pyr 


3-Pyrd 




1-326 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd 




1-327 


3,4-diF-Ph 


4-Pyr 


3 -Pip 


55 


1-328 


3,4-diF-Ph 


4-Pyr 


4-Pip 
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Compound 

No. 


R 1 




R 5 


1-329 


3,4-diF-Ph 


4-Pvr 


4-(3,4-deH-Pip) 


1-330 


3,4-diF-Ph 


4-Pvr 


1 -Me-4-Pip 


1-331 


3,4-diF-Ph 


4-Pvr 

t r yi 


1 -Me-4-(3,4-deH-Pip) 


1-332 


3,4-diF-Ph 


4-Pvr 


1 -ht-4-rip 


1-333 


3,4-diF-Ph 


4-Pvr 

~ a yi 


1 -£$n-4-Pip 


! 1-334 


3,4-diF-Ph 


4-Pvr 
" r vi 


3-Hpip 


1-335 
I 


3.4-diF-Ph 


4-Pvr 
VI 


l-Me-3-Hpip 


1-336 


3,4-diF-Ph 


4-Pvr 
i yi 


4-Hpip 


1-337 


3,4-diF-Ph 


4-Pvr 
" r yi 


l-Me-4-Hpip 


1-338 


3,4-diF-Ph 


4-Pvr 


2-Mor 


1-339 


3,4-diF-Ph 


*t -i yr 


1 -Mc-2-Mor 


1-340 


3 4-diF-Ph 


H-rVT 


2-Tmor 


1-341 


3,4-diF-Ph 


4-Pvr 


l-Me-2-Tmor 


1-342 


3,4-diF-Ph 


4-Pvr 


l-Piz 


1-343 


3,4-diF-Ph 


4-Pwr 

*r-r yr 


4-Me-l-Piz 


1-344 


3,4-diF-Ph 


*+-r yr 


2-Piz 


1-345 


3,4-diF-Ph 


4 Patt 

^ - r yr 


4-Pyr 


i-34b 3,4-diF-Ph 


4-Pvr 


3-Pyr 


1-347 j 3,4-diF-Ph 


4-PvT ^ 


2-Pyr 


1-348 j 3,4-diF-Ph 


4-Pvr 

yi 


4-Pym 


I-34y ; 


3,4-diF-Ph 


4-Pvr 

*T r vi 


5-Pym 


1-350 


3,4-diF-Ph 


4-Pvr 


2-Pym 


1-351 


3,4-diF-Ph 


4 P\/r 


3-Azt-CH 2 


1-3^ 3,4-diF-Ph 


4-Pvr 
r yi 


I-Me-3-Azt-CH;> 


1-353 3,4-diF-Ph 


4-Pvr 
*♦-* yi 


3-Pyrd-CH> 


1-354 | 3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


1-355 j 3,4-diF-Ph 


4-Pyr 


4-Pip-CH 2 


1-356 | 3,4-diF-Ph 

i 


4-Pyr 


l-Me-4-Pip-CH, " ~ 


1-357 | 3,4-diF-Ph 


4-Pyr 


3-Hpip-CH 2 


l-3i8 3,4-diF-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 
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5 


Compound 


R 1 




j 

i R 3 

I 




1-359 


3,4-diF-Ph 




4-HniD-CH- 




1-360 


3,4-diF-Ph 


4-Pyr 


i l-Me-4-HoiD-CH^ 


10 


1-36I 


3,4-diF-Ph 




I 2-Mor-CH: 




I -362 


3,4-diF-Ph 


4-Pyr 


; l-Me-2-Mor-CH- 




1. 363 


3 4-diF-Ph 


4-P\T 


?-Tmor-CH^ 




1-364 


3,4-diF-Ph 


ryi 


l-Vfe-^-Tmor-CH. 




l -36S 


3 4-diF-Ph 


4-Pvr 
•+ ryr 


1-Pi7-PHU 

J 1 l£."V_. 1 1 _ 




l _J \J \J 


3 4-diF-Ph 


4-Pvt 


4-Me-1 -P17-PI-U 


20 


1-367 


3,4-diF-Ph 


4-Pvr 
*t ryi 


2-Pi7-PH, 




1-368 


1 4-diF-Ph 


4-Pvr 






1 VJ J7 


-i 4-diF-Ph 


4-Pvr 






1-370 

1 _> / V 


3 4-diF~Ph 


4-Pvr 
•+-ryi 


-r y I 112 


- 


1-371 


3 4-diF-Ph 

-J vl 1 1 X 11 


4-Pvt 

ryi 






1-372 


3 4-diF-Ph 


4-Pvr 
t ryr 


i yin v^ri2 


30 


1-373 


3 4-diF-Ph 

Ull 1 11 


4-Pvr 
*▼ i yi 


*i-r yni-v^ri2 


- ■ 


1-374 


3-Pl-Ph 

»J v_. 1 III 


4-Pvr 


ri2J>« \^ri2 




1-375 


3-Cl-Ph 


4-Pvr 




35 


1-376 


3-Cl-Ph 


4-Pvr 


j-unj-^pu,^ 




1-377 


3-Cl-Ph 


4-Pvr 
*t ryi 


ri2iN-^^n2 




1-378 


3-Cl-Ph 


4-Pvt 

*t ryi 


MpMU-PH^ 
iviciN nLri2 


40 


1-379 


3-Cl-Ph 


4-Pyr 






1-380 


3-Cl-Ph 


4-Pyr 


iviciNn.-^^ 11273 




1-381 


3-Cl-Ph 


4-Pyr 


ivlClN ri-^v^ JT12 )4 


45 


1-382 


3-Cl-Ph 


4-Pvr 

ryi 


Fi>tfH-Pl-U 
n n v_ n 2 




1-383 


3-Cl-Ph 


4-Pvr 

*t ryi 


c i in n - ^ v_ n 2 / 2 




1-384 


3-Cl-Ph 


4-P>T 


EtNH-(CH 2 ) 3 


SO 


1-385 


3-Cl-Ph 


4-P>T 


EtNH-(CH 2 ) 4 




1-386 


3-Cl-Ph 


4-Pyr 


Me 2 N-CH 2 




1-387 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


55 


1-388 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 
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Compound D 1 
1 K 


R : 




5 


No. 








1-389 


; 3-Cl-Ph 


4-Pvr 

t r yi 


Me2N-(CH 2 ) 4 




1-390 


! 3-Cl-Ph 


4-Pvr 

ryr 




10 


1-391 


i 3-Cl-Ph 


4-P\T 

✓ 






1-392 


: 3-Cl-Ph 


4-Pvr 


1 A -rt /PI 1 \ 




1-393 


: 3-Cl-Ph 


4-Pvr 
ryr 


I -AZt-(L H2)4 


15 


1-394 


[ 3-Cl-Ph 


4-Pvr 






1-395 


3-Cl-Ph 


4-Pvr 
r yl 


J-P>Td-(CH2): 




1-396 


! 3-Cl-Ph 


4-Pvt 
i y ■ 


1-Fyra-(CH2).; 


20 


1-397 


, 3-Cl-Ph 


4-Pvr 
*+-r yi 


l-P>Td-(CH2)u 




1-398 


j 3-Cl-Ph 


4-Pvr 
*♦ ryr 


1 T T 1 




1-399 


: 3-Cl-Ph 


4-Pvt 


l-rip-(CH2)2 


25 


1-400 


j 3-Cl-Ph 


4-Pvr 
■t i yi 


l-rip-(CH2)^ 




1-401 


; 3-Cl-Ph 


4-Pvr 

•r i yi 


J-r]p-(CH2)4 




1-402 


; 3-Cl-Ph 


4-Pvr 


I -Mor-CH2 


30 


1-403 


! 3-Cl-Ph 

1 


4-Pvr 
*+*r yi 


l-Mor-(CH2): 




1-404 


1 3-Cl-Ph 


4-Pvr 


l-Mor-(CH2)3 




1-405 


| 3-Cl-Ph 


4-Pvr 


l-Mor-(CH2)4 


35 


1-406 


| 3-Cl-Ph 


4-Pvr 


1 -Tmor-CH: 




1-407 


i 3-Cl-Ph 


4-Pvr 


l-Tmor-(CH2)2 




1-408 


I 3-Cl-Ph 


4-Pvr 


l-Trnor-fChbh 


40 


1-409 


| 3-Cl-Ph 


4-Pvr 
"T'i yi 


l-Tmor-(CH 2 )4 




1-410 


| 3-Cl-Ph 


4-Pvr 


I-P12-CH: 




1-411 


3-Cl-Ph 




1 -^12-(CH2)2 


45 


1-412 


3-Cl-Ph 


4-Pvr 1 


1 T)i-^ /PIT \ 




1-413 


3-Cl-Ph 


4-Pvr 


4-Me-l-Piz-(CH2) ? 




1-414 


3-Cl-Ph 


4-P>T 


1-Piz-(CH 2 ) 4 


SO 


1-415 


3-Cl-Ph 


4-Pyr 


3-Azt 




1-416 


3-Cl-Ph | 


4-P>T 


l-Me-3-Azt 




1-417 


3-Cl-Ph ! 

1 


4-P>T 


l-Bn-3-Azt 


55 


1-418 


3-Cl-Ph j 

— L_ 


4-P>T 


3-Pyrd 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




1-419 


3-Cl-Ph 


4-P\T 


l-Me-3-Pyrd 




I -420 


3-Cl-Ph 


4-Pyr 


3-Pip 


10 


1-421 


3-Cl-Ph 


4-Pyr 






I -422 


3-Cl-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-423 


3-Cl-Ph 


4-Pyr 


l-Me-4-Pip 


lo 


1-424 


3-Cl-Ph 


4-Pyr 


)-Me-4-(3,4-deH-Pip) 




1-425 


3-Cl-Ph 


4-Pyr 


l-Et-4-Pip 




I -426 


3-Cl-Ph 


4-Pyr 


l-Bn-4-Pip 


20 


I -427 


3-Cl-Ph 


4-Pyr 


3-Hnin 




1-428 


3-Cl-Ph 


4-Pyr 


l-Me-3-Hpip 




1-429 


3-Cl-Ph 


4-Pyr 
y 


4-Hpip 




1-430 


3-Ci-Ph 


4-Pyr 


l-Me-4-Hpip 




l -43 1 


3-Cl-Ph 


4-Pyr 


2-Mor 




1-432 


3-Cl-Ph 


4-Pyr 


l-Me-2-Mor 




1-433 


3-Cl-Ph 


4-Pyr 


2-Tmor 




1-434 


3-Cl-Ph 


4-Pyt 

y 


1 -Me-^-Tmnr 




1-435 


3-Cl-Ph 


4-Pyr 


1-PiZ 


35 


1-436 


3-Cl-Ph 


4-Pyr 


4-Me-l -Piz 




1-437 


3-Cl-Ph 


4-PVT 


2-Piz 




1-438 


3-Cl-Ph 


4-Pyr 


4-Pvt 
y 


40 


1-439 


3-Cl-Ph 


4-PVT 


3-Pyr 
y 1 




1-440 


3-Cl-Ph 


4-Pyr 


2-Pyr 




1-441 


3-Cl-Ph 


i 4-Pyr 


4-Pym 


45 


1-442 


3-Cl-Ph 


! 4-Pyr 


5-Pym 




1-443 


3-Cl-Ph 


1 4-P>T 


2-Pym 




1-444 


3-Cl-Ph 


1 4-P>T 


3-Azt-CH: 
- 


SO 


1-445 


3-Cl-Ph 


i 4-Pyr 


l-Me-3-Azt-CH; 




1-446 


3-Cl-Ph 


j 4-P>T 


3-Pyrd-CH; 




1-447 


3-Cl-Ph 


! 4-P>T 

\ 


l-Me-3-Pyrd-CH; 


55 


1-448 


3-Cl-Ph 


; 4-p>t 


4-Pip-CH 2 



BNSDOC1D: <EP 107071 1A2_L> 



39 



EP 1 070 711 A2 





Compound 
No. 


R 1 




< 

t 






1-449 


3-Ci-Ph 


A Pv-r 


1 V < 4 TV ' / — • » l 

j l-Me-4-Pip-CH: 






1-450 


3-Cl-Ph 

-> V^, 1 III 


A V>\~r 


j jv-Hpip-CH: 




10 


1-451 


3-Cl-Ph 


A D\~- 


I l-Me-3-Hpip-CH: 






1-452 


J V». I I 11 


A Dirr 

! 


4-Hpip-CH-» 






1-453 


3-ri-Ph 

■J V— I I J 1 


4-ryr 


l-Mc-4-Hpip-CH 2 




15 


| 1-454 


3-Cl-Ph 


A D»-r 

. *f-ryr 


2-Mor-CH 2 






1-455 


3-Cl-Ph 

— ' V- i III 




| l-Me-2-Mor-CH: 






1-456 


3-Cl-Ph 


i 


' 2-Tmor-CH 2 




20 


1-457 


3-Cl-Ph 




j l-Me-2-Trnor-CH 2 






1-458 


3-Cl-Ph 

~ » 1 111 


1 A D,rr 


I-Piz-CH-> 






1-459 


3-ri-Ph 


4-P>T 


! 4-Mc-l-Piz-CH 2 




25 


1-460 


3-Cl-Ph 


A D \ rr 


1 2-Piz-CH 2 






1-461 


3-Cl-Ph 
-> v_ i-jr li 


*+-r yr 


| 4-Pyr-CH 2 






1-462 


3-Ci-Ph 




j 3-Pyr-CH 2 




30 


1-463 


i i 1 1 


A D-»rr- 


| 2-Pyr-CH 2 




i 

i 


1-464 




*t-r\T 


j 4-Pym-CH 2 




; 


1-465 


Ph 


4-Pyr 


• 5-Pym-CH, 


35 

1 


1-466 


3-Cl-Ph i 


4-Pyr 


| 2-Pym-CH 2 




1 


1-467 


Ph , 


2-NH : -4-Pym 


| H.N-CH: 




i 

i 


1-468 


Ph 


2-NH 2 -4-Pym 


: H 2 N-(CH 2 ) 2 




40 1 
r 


1-469 


Ph 


2-NH 2 -4-Pym 


I H 2 N-(CH 2 ), 




i 1-470 


Ph j 2-NH 2 -4-Pym 


j H 2 N-(CH 2 ) 4 




j 1-471 

; 


Ph | 


2-NH 2 -4-Pym 


j MeNH-CH 2 




45 


1-472 


Ph , 


2-NH : -4-Pym 


| MeNH-(CH 2 ) 2 






1-473 


Ph 


2-NH 2 -4-Pyrn 


MeNH-(CH 2 ) 3 






1-474 


Ph 


2-NH 2 -4-Pyrn 


MeNH-(CH 2 ) 4 


50 


1-475 


Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 




1-476 


Ph 


2-N r H 2 -4-Pym 


EtNH-(CH 2 ) 2 




1-477 


Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


55 


1-478 


Ph 


2-NH 2 -4-Pym 


EtKH-(CH 2 ) 4 



40 
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Compound 

No. 


! 

R 1 

| 


R- 


R 




1-479 


Ph 


2-NH : -4-Pym 


Me 2 N-CH 2 


, 1-480 


Ph 


2-NH : -4-Pym 


Me 2 N-(CH 2 ) 2 


10 ■ 


1-4S1 ; 


Ph 


2-NH- r 4-Pyiri 


Me 2 N-(CH 2 ), ■ 




1-482 •; 


Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 




1-483 


Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


IS 


i-484 


Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ): . 

i 




1-485 


Ph 


2-NH 2 -4-Pym 1 


1-Azt-(CH : ) ? 




1-486 


Ph 


2-NH 2 -4-Pym \ 


1-Azt-(CH 2 ); 


20 


1-487 J 


Ph 


2-NH 2 -4-Pym 


l-P>Td-CH, 




1-488 j 


Ph 


2-NH 2 -4-Pym 


l-P>Td-(CH;) 2 




1-489 


Ph 


2_NH : -4-Pym | 


l-P>Td-(CH2>3 


25 


1-490 


Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH : ), 




1-491 


Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




1-492 


Ph 


2-NH:-4-Pym 


1-Pip-(CH 2 ) 2 


30 


1-493 


Ph 


2-NH 2 -4-Pym 


l-Pip-(CH;h 




1-494 


Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 )4 




1-495 


Ph 


2-NH 2 -4-Pym 


1-Mor-CH; 


35 


1-496 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




i 1-497 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




1-498 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 


40 


1-499 


Ph 


2-KH 2 -4-Pym 


1-Tmor-CH: 




1-500 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH:b 




1-501 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH;) : . 


45 


1-502 


Ph 


2-NH 2 -4-Pym 


l-Tmor-CCH:^ 




! 1-503 

1 


Ph 


2-NH 2 -4-Pym 


1-Piz-CH: 




1 1-504 


j Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


50 


1-505 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




1-506 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-507 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 


55 


1-508 


Ph 


2-NH 2 -4-Pym 


3-Azt ' 
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. Compound 

: No. 






R 3 


1-509 Ph 


2-NH : -4-Pym 


l-Me-3-Azl 


1-510 Ph 


2-NH 2 -4-Pym 


i-Bn-3-Azt 


1-511 Ph 


2-NH : -4-Pym 


3-P\ T d 


1-512 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 


1-513 


j Ph 


2-NH>-4-Pym 


i 3-Pip 


1-514 


Ph 


2-NH 2 -4-Pym i 4-Pip 


1-515 


Ph 


2-NH 2 -4-Pym , 4-(3,4-deH-Pip) 


1-516 


Ph 


2-NH 2 -4-Pym j l-Me-4-Pip 


1-517 Ph 


2-NH 2 -4-Pym i l-Me-4-(3.4-deH-Pip) 


1-518 ' Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 


1-519 


Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


1-520 


Ph 


2-NH 2 -4-Pym 


3-Hpip 


1-521 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 


1-522 


Ph 


2-NH 2 -4-Pym 


4-Hpip 


1-523 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 


1-524 


Ph 


2-NH 2 -4-Pym j 2-Mor 


1-525 


Ph j 2-NH 2 -4-P>Tn 1 l-Me-2-Mor 


: 1-526 

l 


Ph j 2-NH r -4-Pym 


2-Tmor 


; 1-527 


Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 


1-528 


Ph 


2-NH 2 -4-Pym 


1-Piz 


1-529 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


1-530 


Ph 


2-NH 2 -4-Pym 


2-Piz 


1-531 


Ph 


2-N r H 2 -4-Pym 


4-Pyr 


1-532 


Ph 


2-NH : -4-Pym 


3-Pyr 


N533 


Ph 


2-NK 2 -4-Pym 


2-Pyr 


1-534 


Ph 


2-NH 2 -4-Pym 


4-Pym 


1-535 ; Ph 

i 


2-NH 2 -4-Pym 


5-Pym 


1-536 : 


Ph 


2-NH 2 -4-Pym 


2-Pym 


1-537 


Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


1-538 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt-CH 2 
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5 


Compound 
No. 


R' ' R : 

1 


R 3 




1-539 


p 'r> 


2-NH : -4-Pym 


3-Pyrd-CH, | 




1-540 


Ph 


2-NH : -4-Pym 


l-Me-3-Pyrd-CH: 


10 


1-541 


Ph 


2-NH : -4-Pym 


4-Pip-CH; 




1-542 


Ph ; 


2-NH : -4-Pym 


l.Me-4-Pip-CH : I 




1-543 


Ph 


2-NH;-4-Pym 


3-Hpip-CU; j 


15 


1-544 


Ph 


2-NH;-4-P>TTl 


l-Me-3-Hpip-CH; 




1-545 


Ph 


2-NH;-4-P>TTl 


4-Hpip-CH; 




1-546 


Ph | 


2-NH : -4-Pym 


l-Me-4-Hpip-CH 2 


i 

20 


1-547 


Ph ; 


2-NH : -4-Pym 


2-Mor-CH: 




1-548 


Ph 


2-NH;-4-Pym 


l-Me-2-Mor-CH: 




1-549 


Ph ! 


2-NH : -4-P>tti 


2-Tmor-CH: 


25 


1-550 


Ph 


2-NN : -4-Pym 


l-Me-2-Tmor-CH: 




1-551 


Ph 


2-NH ; -4-Pym 


l-Piz-CH, 




1-552 


Ph i 


2-NH : -4-Pyrn 


4-Mc-l-Piz-CH : 


30 


1-553 


Ph i 


2-NH 2 -4-P>™ 


2-Piz-CH 2 




1-554 


Ph j 


2-NH : -4-Pym ! 4-Pyr-CH 2 




1-555 


Ph | 


2-NH : -4-Pym 


3-Pyr-CH; 


35 


1-556 


Ph 


2-NH 2 -4-Pym 


2-P>T-CH; 




1-557 


Ph 


2-NH 2 -4-Pym 


4-P>'m-CH2 




1-558 


Ph 


2-NH 2 -4-Pym 


5-Pym-CH 3 


40 


1-559 


Ph 


2-NH 2 -4-Pym 


2-Pym-CH; 




1-560 


4-F-Ph 


2-NH : -4-Pym 


H 3 N-CH ; 




1-561 


4-F-Ph 


2-NH 2 -4-Pyrn 


H 2 N-(CH 2 ) : 


45 


1-562 


4-F-Ph 


2-NH 2 -4-Pym 


H ; N-(CH 2 b 




1-563 


4-F-Ph 


2-NH 2 -4-Pym 


H:N-(CH 2 ) 4 




1-564 


4-F-Ph 


2-NH 2 -4-Pyrn 


MeNTH-CH: 


SO 


1-565 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-CCH,), 




1-566 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




1-567 


4-F-Ph 


2-NH 2 -4-Pym 




SS 


1-568 


4-F-Ph 


2-NH 2 -4-Pyrn 


EtNH-CH, 
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Compound 

No. 


i 


"~! ■ . . 

j 

i 


I -569 


4-F-Ph 


-i-iNj-^-^f-rym btNH-(CH 2 ) 2 

1 


I -570 


4-F-Ph 


7_\TW-. A P\rm ■ CrKFLJ //-II \ 

z-i\n;-4-r\Tn ; ttrsri-(CH;)? 


: l -57 } 

! 


4-F-Ph 


-i-i\n 2 — *-r ym ; ttrs n-(L H 2 ).j 


1-5^2 


4-F-Ph 




: 1-5-3 


4-F-Ph 


^-iNn 2 -4-ryiri . ivle 2 N-(Lri 2 ) 2 


1-5*4 


4-F-Ph 


2-NH 2 -4-Pym : Me 2 N-(CH 2 ) 3 


1-5:5 


4-F-Ph 


2-NH : -4-Pym . Me 2 N-(CH 2 ) 4 


, | 0 7{, j 4-F-Ph 


2-NH 2 -4-Pym ! 1-Azt-CH 2 


: 1-5^7 4-F-Ph 


2-NH 2 -4-Pym | 1-Azt-(CH 2 ) 2 


; I-57S 


4-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 


1-579 


4-F-Ph 


2-NH 2 -4-Pym j 1-Azt-(CH 2 ) 4 


1-580 


4-F-Ph 


2-NH 2 -4-Pym 1 1-Pyrd-CH 2 


1-581 


4-F-Ph 


2-NH : -4-Pym 


1-Pyrd-(CH 2 ) 2 


1-582 


4-F-Ph | 2-NH 5 -4-Pym 


! 1-Pyrd-(CH 2 ) 3 


1-583 


4-F-Ph j 2-NH : -4-Pym 


1-Pyrd-(CH 2 ) 4 


1-584 


4-F-Ph ; 2-NH : -4-Pym 


1-Pip-CH 2 


I 1-585 | 


4-F-Ph ■ 2-NH : -4-Pym 


1-Pip-(CH 2 ) 2 


! 1-586 


4-F-Ph ! 2-NH : -4-Pym 


1-Pip-(CH 2 ) 3 


! 1-587 


4-F-Ph , 2-NH-4-P> TO 



1-Pip-(CH 2 ) 4 


! N5SS 


4-F-Ph j 2-NH ; -4-Pym | 1-Mor-CH. 

, 1 


, 1-589 


4-F-Ph * j 2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 


• 1-590 


4-F-Ph 


2-NH 2 -4-Pyrn 


l-Mor-(CH 2 ) 3 


| 1-591 


4-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 


; 1-592 

1 


4-F-Ph 


2-NH 2 -4-Pyni 


l-Tmor-CH 2 


: 1-593 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 2 


1-594 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


1-595 


4-F-Ph 


2-XH 2 -4-Pym 


l-Tmor-(CH : ) 4 


1-596 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 


1-597 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


1-598 


4-F-Ph 


2-NH 2 -4-Pym 1 


1-Piz-(CH 2 ) 3 
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5 


Compound 
No. 


! 

R 1 I 








1-599 


4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-600 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )4 


10 


1-601 


4-F-Ph j 


2-NH : -4-Pym 


3-Azt 


1-602 


4-F-Ph j 


2-NH 2 -4-Pym 


l-Me-3-Azt 


t- 


1-603 


4-F-Ph 


2-NH r 4-Pym 


l-Bn-3-Azt . j 


75 


1-604 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pvrd ! 




1-605 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd j 


■ 


1-606 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pip . ! 




1-607 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pip i 




1-608 


4-F-Ph 


2-NH 2 -4-Pyni 


4-(3,4-deH-Pip) 


1 


1-609 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip ' 


25 j 


1-610 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-611 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




1-612 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 






1-613 1 


4-F-Ph 


2-NH 2 -4-Pym 


3-Hpip 






1-614 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




1-615 


4-F-Ph 


2->vH 2 -4-Pym 


4-Hpip 


35 


1-616 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




1-617 


4-F-Ph 


2-NH r 4-Pym 


2-Mor 




1-618 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Mor 


40 


1-619 


4-F-Ph 


2-NH 2 -4-Pym 


2-Tmor 




1-620 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




1-621 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


45 


1-622 


4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




1-623 


4-F-Ph 


2-NH : -4-Pym 


2-Piz 




1-624 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 


SO 


1-625 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 




1-626 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pyr 




1-627 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pym 


55 


1-628 


4-F-Ph 


2-NH 2 -4-Pym 


5-Pyrn 
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10 



is 



20 



25 



30 



35 



40 



45 



SO 



55 



Compound 
No. 



1-629 



1-630 



1-631 



1-632 



1-633 



1-634 



1-635 



1-636 



1-637 



1-638 



1-639 



1-640 



1-641 



1-642 



1-643 



1-644 



1-645 



1-646 



1-647 



1-648 



1-649 



1-650 



1-651 



1-652 



1-655 
T^656" 



4-F-Ph 



4-F-Ph 



4-F-Ph 



1-657 
1-658 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



4-F-Ph 



1-653 j 3-F-Ph 



1-654 j 3-F-Ph 



3-F-Ph 



3-F-Ph 



3-F-Ph 



3-F-Ph 



2-KH,-4-Pvm 



2-NH-4-Pvm 



2-KH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH r -4-Pvm 



2-NH,-4-Pvm 



2-NH,-4-Pvm 



2-NH,-4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pv TO 



2-NH 2 -4-Pyni 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pym 



2-NH 2 -4-Pvm 



2-NH,-4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2-NH 2 -4-Pvm 



2 NH 2 -4-Pvm 



2-NH 2 -4-Pym 



2-NH 2 -4-Pvm 



2-Pvm 



3-Azt-CH 2 



l-Me-3-Azi-CH. 



3-Pvrd-CH 2 



l-Me-3-P>Td-CH 2 



4-Pip-CH 2 



l-Me-4-Pip-CH: 



3-Hpip-CH 2 



l-Me-3-Hpip-CH 2 



4-Hpip-CH 2 



l-Mc-4-Hpip-CH, 



2-Mor-CH, 



l-Me-2-Mor-CH-. 



2-Tmor-CH. 



1 -Me-2-Tmor-CH 2 



1-Piz-CH^ 



4-Me-l-Piz-CH, 



2-Piz-CH-^ 



4-Pyr-CH 2 



3-Pyr-CH 2 



2-Pvr-CH-. 



4-Pym-CH 2 



5-Pym-CH. 



2-Pvm-CH-. 



H 2 N-CH 2 



H 2 N-(CH 2 ) 2 



H 2 N-(CH 2 ) 3 



2-NH 2 -4-Pym 



H 2 N-(CH 2 ) 4 



MeNH-CH 2 



MeNH-(CH 2 ) 2 
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I 

5 


Compound 

ISO. 


! 

R' 


R : 


R" ; 


i 




3-F-Ph 


a> . " i 1 J ' 1 jrlil 


MeMH-^CH-h ! 


r 
I 


1 *UUv 


3-F-Ph 

J 1 1 11 






10 


I UU 1 


VF-Ph 


7 -TvTH -4-P vm 


EtNH-CH : 




1 AA7 


VF-Ph 


^-MT-K-4-Pvm 

— 1 > 1 1 2 ■ i j til 


EtNH-fCH-.K ] 

1 




1 AA'* ! 
1 -00 5 


«}-r-r n 






15 


1 -OOm 


^ P Ph 
j I -ill 


«_ - ; > 1*2 JT 111 


! 




1 AAn 
J -00 J 


'J P Ph 
J-r-rn 




! 




1 AAA 
i -000 


7 P Ph 
j - r - r 1 1 


7-\n-U-4-Pvm 
i .Nn^^T r yiu 


1VJ.C2-M ^ v_ ii 2)2 j 


20 


1 AA7 i 
i -00 / 


_5 - 1 -ill 


7_\TU ,.A_Pvm 

^ ;Mn J -*r r y 1 1 1 


1V1LTJ 1*2 / - 




1 AAC 
i -008 


i p 

j-r-r n 


7 NJT-K A Pvrm 


1V1 C2 IN - v C 172 )u 


. 1 


i AAQ 
1 -OO;? 




7-"r\JT-U-4-Pvm 


1 - /A. i - Vw. 112 


- 1 


1 A7H 

l -o / u 


7 P Ph 


Z'.\n2"^ -r yiu 


1 A7t rfU,^ 


— 


1 A7 1 
i -0 / I 


^ P Ph 


7 \JT-U A Pvrm 




i 


1 A77 


"*-P Ph 


7 . >JT-J -» -A - P vm 


1 rVZ, l - v I 12^4 


30 


1 A7^ 
i -0 / j 


^ P Ph 


7 KTT-l <d Pvm 


1 -x yTO - V_ n? 


~~ 


1 A*7 J 
i -0 /*+ 


-3 r: pu 


7 X"T-I ^ A Pvm 

z . > n 2-H _ r yrn 


1 PvrH./PH^A, 
I -iyTU- v V_ 11272 




i A7^ 
i -0 / -> 


"X P Ph 


7 VU, A Pvrm 
*i - . > n 2 - r yiTi 


i -ryiu-^n 2/3 


35 


1 A7A 
1 -O /O 


7, P Ph 


7_Vl-U-d.-Pvm 


1 .PvtH ^P1-I,^. 
i-ryiu-^v^n274 




1 -A77 


^.P-Ph 

j> - r - r n 


l*;Mi2 *r r y i n 


i i l p \„- n 2 




1 A7R 


^ P Ph 




1 -r ip-vv^ri2^2 


40 




3 1 ill 


7_NJH ^.d-Pvm 
^_ * i > 1 1 2 *t i y 1 1 1 


i - 1 l jj ^ n 2 / _\ 




\ ARH 


^ P Ph 


7_KT-I, A Pvm 
*i-iN ri2 *♦ « yni 


1 Pin ^PPl^"!, 




1 AS 1 


**_F-Ph 
o-r -ill 


7_KH^.A.Pvm 


1 - iviui -\_ ii2 


45 


1 -AR7 


VF-Ph 




1 -Mnr-fPH^-. 
1 iviui \ v_- 112/2 




1 Ooj 


VF-Ph 
j-r -ru 


7) -"NTH -4 - P vm 


1 -lvivji \ v^i 12/3 




1-684 


3-F-Ph 


2-NH2-4-Pym 


l-Mor-(CH 2 )4 


50 


1-685 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH2 




1-686 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH : ) 2 




1-6S7 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )3 


55 


1-688 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )4 
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. Compound 

No. 


R' 

i 




R 3 




; 1-689 


i 3-F-Ph 


O.NJH,J p,rm 

-*iNn;**T-r> f ni 


1 -P12-LH2 




» 1-690 


3-F-Ph 




l-riz-(CH2): 


10 


i 1-691 


3-F-Ph 


— • !>n 2 ym 


l-Piz-(L H2J5 




1-692 


3-F-Ph 


z-{Nn2-*+-rym 


4-Me-l-Piz-(CH2b 




1-693 


3-F-Ph 


- in n 2-4-r yni 


1-Piz-(CH2)4 


IS 


1-694 


3-F-Ph 


z-iNii2-4-r'ym 


3-Azt 




1-695 


1 VF-Ph 


z-NH:-4-FyTTl 


l-Me-3-Azt 




1-696 


"UF-Ph 
-'i i j i 


x-iNrl2-4-rym 


l-Bn-3-Azt 


20 


1 697 


3-F-Ph 


*> KTTJ a r>, 

--iNH2-4~Pym 


3-Pyrd 




1-698 


VF-Ph 


Z - IN ri 2-4 -p ym 


l-Me-3-Pyrd 




1-699 


1 3-F-Ph 


z - in n 2 — »- r ym 


3-Pip 


25 


1-700 


3-F-Ph 

i. X 11 


0 KTTJ -1 T5% -.n. ■ 

2-fNM2-4-rym 


4-Pip 




1-701 


VF-Ph 
1 j j i ii 




4-(3,4-deH-Pip) 




1-702 


• 3-F-Ph 


--iNnj-4-pym 


l-Me-4-Pip 


30 


1-703 


VF-Ph 
j i i 1 1 


1 KTTJ 4 T3 irm 


l-Me-4-(3,4-deH-Pip) 




1-704 


VF-Ph 
j i i n 


z-Nhb-4-Pym 


l-Et-4-Pip 




1-705 


3-F-Ph 


") KTTJ 4 15. 

2-Nrl2-4-Pym 


l-Bn-4-Pip 


35 


1-706 


VF-Ph 


z-NH2-4-Pym 


3-Hpip 




1-707 


VF-Ph 


-£-INri2-4-Pym 


l-Mc-3-Hpip 




1-708 


VF-Ph 
j i j 1 1 


z-NJi2-4-Pym 


4-Hpip 


40 


1-709 


3-F-Ph 


i-lNrli-t-rym 


l-Me-4-Hpip 




1-710 


3-F-Ph 


KTTJ «1 D» 

-i-iNn2-4-rym 


2-Mor 




1-711 


3-F-Ph 


9 KJ1K A D,^ 

-i-iNi i2~4-r ym 


l-Me-2-Mor 


45 


1-712 


3-F-Ph 


- IN n 2 - 4 - r yTTl 


2-Tmor 




1-713 


3-F-Ph 


0 KTTJ .1 d * m-* 

-£-JNri2-4-rym 


l-Me-2-Tmor 




1-714 


3-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


SO 


1-715 


3-F-Ph 


2-NH : -4-Pym 

i 


4-Me-l-Piz 




1-716 


3-F-Ph | 


2-MH 2 -4-Pym 


2-Piz 




1-717 


3-F-Ph | 


2-NH 2 -4-P>in j 


4-Pyr 


55 


1-718 


3-F-Ph j 2-NH 2 -4-Pym | 
-! L 


3-Pyr 
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5 


i 

Compound '■ 

AO. 


1 

R' 


R 2 ' 


R 3 




1-719 


3-F-Ph 


o.MH,-4-Pvm 

+— 1^11 J Jill 


2-PVT 




1-77Q 


3-F-Ph 


7-MH-»-4-Pvm 

mm 1 ll IJ ~ 1 Jill 


4-Pym 


10 


1-7*M 

i 


3-F-Ph 


1 1 1 1 J T J Till 


5-Pym 




1-777 

1 


3-F-Ph 


-NH-4-Pvm 

— ' i 1(1 1 J T A Jill 


2-Pym 




1-771 ' 

..3 ( 


3-F-Ph 

_7 — 1 — 1 1 1 


?-N T H — 4-Pvm 

mm 1M lj ~ 1 Jill 


3-Azt-CH: 


15 


1.774 


3-F-Ph 


7 -NTH -.-4-Pvm 

— Ill 1 J ~ J Jill 


l-Me-3^7t-CH- 




1 77^ 


3-F-Ph 




— ' j yiu v^i 1 2 




1 -77A 


3-F-Ph 


2 -NH -.-4-Pvm 


1 -Me-3-Pvrd-CFh 

1 IVl^ ^ L YIU V- 1 1J 


20 




1-F-Ph 


7-NH-- 4-Pvm 






1 77£ 


7 F-Ph 


•iii I "i j in 


1 -Mp-4-Pin-PH^ 




1 -77Q 
1 I ~s 


J J ill 


•■— 111 1 J *T 1 Jflll 


"^-Hnin-CH-. 

^' — 1 1L*I|J 112 


25 


i 7^n 


1 F Ph 


i. Ill 1 J *T T jlW 


1 -Me-3-Hnin-CH-, 

i ivi c _> 1 1 i v_ 112 




1 711 


3-F-Ph 
_? i -rii 


7-NH— 4-Pvm 

mm 1 M Ij I yili 


4-Hnin-CH^ 

"r i i ijj V— 1 12 




1 -717 


3-F-Ph 
_3 — r — i it 


mm 1 1 i I 2 ^ I Jill 


1 -Me-4-Hnin-CH-. 

1 MIL *T I 1 1 J 1 1/ Vw- k 1 2 


30 


1 713 


3-F-Ph 
-> -r -ill 


mm 1 1 ri — *r 1 y 1 1 1 


7-Mnr-PH-, 

1 \ IU1 — 1 1? 




1 -714 


1-F-Ph 
j) r -in 


7-7\Ir-U-4-Pvm 

i n I 1 j I V 1 1 1 


1 -Mp-7-Vlnr-PH^ 




1 71^ 


1, F PH 
-r 11 


^-MT-K-4 Pvm 
mm -in n 2 ^ * y ii i 


mm ~ i IIlOl - V_ 112 


JO 


I - / Jv 


1_F-Ph 


«£. 1 1 J 1 2 1 V 1 1 1 


i ivi c-^_- i 1 1 loi - v_ n 2 




1 -7^7 

I t D 1 


1-F-Ph 

~7 I III 


7-MH->-4-Pvrn 
— lii 12 t*r yiii 


i J I z. - 112 




1-738 


3-F-Ph 
— ' i 1 1 1 


i 7.>JT-U-4_pvrn 

! — » 11112 « i 2/'*^ 


4-Me-l-Pi7-CH-» 


40 


1 -739 


3-F-Ph 


' ^-NHv4-Pvm 

iii 1 2 J 11 I 


2-Piz-CH-> 




1 -740 

i f tv 


3.P-Ph 


i *i 1 1 n 2 > i jriii 


*t i yi v.n] 




1 -741 


3-F-Ph 


— iii 12 " » v 1 1 1 


3-Pvr-PFU 


45 


1-742 


3-F-Ph 


7-KH--4-Pvm 

i — . i>j 1 2 i i yiji 


I <l \ y i j i j 




1-743 


3-F-Ph 


— Jil 1 2 » 1 1 1 1 


' d-PvTri-fH, 
i h- i _y 1 1 1 1 1 2 




1-744 


3-F-Ph 


• 2-NH--4-Pym 


j 5-P>to-CH 2 


50 


• 1-745 

1 


3-F-Ph 


j 2-NH:-4-Pym 


| 2-Pym-CH 2 

i 




1-746 


3,4-diF-Ph 


: 2-NH 2 -4-P>TO 


rH 2 N-CH 2 




; 1-747 


3,4-diF-Ph 


j 2-NH : -4-Pym 


j H 2 N-(CH 2 h 

t 


55 


1-748 


3,4-diF-Ph 


j 2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 
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\ Compound 
| No. 


! 

K 


I 

R 


R- 

I 




. 1-749 
1 


3.4-diF-Ph 


2-NH : -4-Pym 


H 2 S-(CH 2 h 






1-750 


3,4-diF-Ph 


2-NH ; -4-Pym 


MeNH-CH; 




70 


' 1-751 


3.4-diF-Ph 


2-NH 3 -4-Pym 


MeNH-(CH 2 ) 2 | 




i 1-752 


3.4-diF-Ph 


2-NH : -4-Pym 


MeN"H-(CH 2 ) ? , 




1 1-753 


3.4-diF-Ph 


2-NH : -4-Pym 


MeNH-(CH 2 ) 4 


15 


1-754 

t 


j 3,4-diF-Ph 


2-NH 2 -4-Pym 


EtNH-CH: 




; 1-755 


3,4-diF-Ph 


2-NH : -4-Pyni 


EtNH-(CH 2 ) 2 i 




■■ 1-756 


3,4-diF-Ph 


2-NH : -4-Pym 


EtNH-(CH;) 3 


20 


; 1-757 


3.4-diF Ph 


2-NH; 4-Pym 


EtKH-(CH 2 ), j 




j 1-758 


3.4-diF-Ph 


| 2-NH 2 -4-Pym 


Me->N-CH-. 






' 1-759 


3.4-diF-Ph 


| 2-NH 2 -4-Pym 


Me-»N-fCHiV> 




25 


| 1-760 


3,4-diF-Ph 


2-NH : -4-Pym 


Me-»N-(CH-i)i 






i 1-761 


3,4-diF-Ph 


2-NH 2 -4-Pym 


Me-»N-(CH^L 






j 1-762 


3,4-diF-Ph 


2-NH_.-4-Pym 


1-Azt-CH : 




30 


1 1-763 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 






j 1-764 


3,4-diF-Ph 


2-NH : -4-Pym 


1-Azt-(CH 2 ) 3 






j 1-765 


3,4-diF-Ph 


2-NH : -4-Pym 


1-Azt-(CH 2 ) 4 




35 


! 1-766 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 






| 1-767 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 2 






1-768 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-P>Td-(CH 2 ), 




40- 


| 1-769 


3.4-diF-Ph 


2-NH 2 -4-Pym 


l-P>Td-(CH 2 ) 4 






j 1-770 

i 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 






| 1-771 


3,4-diF-Ph 


2-NH;-4-Pym 


]-Pip-(CH : ) 2 




45 


j 1-772 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ), 






1-773 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ), 






1-774 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 




SO 


1-775 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 






1-776 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 






1-777 


3.4-diF-Ph 


2-NH,-4-Pym 


l-Mor-(CH 2 ) 4 




55 


1-778 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 
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Compound 

No. 


R 1 




R 1 




1-779 


3,4-diF-Ph 


; 2-NH:-4-Pym 


l-Tmor-(CH:) 2 




1-780 


3,4-diF-Ph 


S 2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


10 


1-781 


3,4-diF-Ph 


j 2-NH ; -4-Pym 


l-Tmor-(CH 2 ) 4 




1-782 


3.4-diF-Ph 


; 2-NH 2 -4-Pym 


1-Piz-CH 2 




1-783 


3,4-diF-Ph ■ • 


1 2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


15 


1-784 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




1-785 


3.4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 )j 




1-786 


3.4-diF-Ph 


t 2-NH 2 -4-Pym 1 


]-Piz-(CH 2 ) 4 


20 


1-787 


3.4-diF-Ph 


2-NH 2 -4-Pym 


3-Azt 




1-788 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




1-789 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


25 


1-790 


3,4-diF-Ph 


' 2-NH 2 -4-Pym 


3-P>Td 




1-791 


3,4-diF-Ph 


1 2-NH 2 -4-Pym 


l-Me-3-Pyrd 




1-792 


3,4-diF-Ph 


1 2-NH 2 -4-Pym 


3-Pip 


30 


1-793 


3,4-diF-Ph 


; 2-NH 2 -4-Pym 


4-Pip 




1-794 


3,4-diF-Ph 


j 2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




1-795 


3,4-diF-Ph 


i 2-NH 2 -4-Pym 


1-Me-4-Pip 


35 


1-796 


3,4-diF-Ph 


• 2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-797 


3,4-diF-Ph 


! 2-NH 2 -4-Pym 


l-Et-4-Pip 




1-798 


3,4-diF-Ph 


! 2-NH 2 -4-Pym 


l-Bn-4-Pip 


40 


1-799 


3,4-diF-Ph 


i 2-NH 2 -4-Pym 


3-Hpip 




1-800 


3,4-diF-Ph 


j 2-NH 2 -4-Pym 

i 


l-Me-3-Hpip 




1-801 


3,4-diF-Ph 


s 2-NH 2 -4-Pym 

i 


4-Hpip 


45 


1-802 


3,4-diF-Ph 


; 2-NH 2 -4-Pym 

i 


l-Me-4-Hpip 




1-803 


3,4-diF-Ph 


! 2-NH 2 -4-Pym 


2-Mor 




1-804 


3,4-diF-Ph 


! 2-NH 2 -4-Pym 


l-Me-2-Mor 


50 


1-805 


3,4-diF-Ph 


! 2-NH 2 -4-Pym 


2-Tmor 




1-806 


3,4-diF-Ph 


j 2-NH 2 -4-Pym 


l-Me-2-Tmor 




1-807 


3,4-diF-Ph 


! 2-NH : -4-Pym 

f 


1-Piz 


55 


1-808 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 



. 51 
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Compound 


■ 

i R ' 




R" 


5 










1-809 


• 1 4-diF-Ph 

1 — ' ,*T Vl 1 1 ill 


^ - IN il 2 - r ym 


2-Piz 




1-810 


i 5 4-diF-Ph 


-£-INri2-4-rym 


4-Pyr 


1 u 


1-811 


! 1 4-diF-Ph 

j *J1I J 11 


— -in ri2^+-r ym 


3-Pyr 




1-812 


! 3 4-diF-Ph 


0 \JT4 A D-.7YVA 
^-]Nri2-*+-ryni 


2-Pyr 




1-813 


! 3 4-diF-Ph 


^-rsri2*H-rym 


4-Pyni 


15 


1-814 

1 O 1 *T 


; 5 4-diF-Ph 


z - IN ri 2 -4 - r VIII 


5-Pym 




I O 1 J 


• > 4 diF Ph 

i 


z-NH2-4-Pym 


2-Pym 




1 -O 1 VJ 


1 5 4-diF-Ph 

i JjH Ulf 111 

j 


^-iNri2-4-rym 


3-Azt-CH 2 


20 


1 O 1 ; 


i "% 4 HiF Ph 




l-Me-3-Azt-CH: 




1 XI £ 


: 4 HiP Ph 


^ V TT T a r» 

-i-NH2-4-Pym 


3-Pyrd-CH2 




1 -SI 9 

1 O ( 17 


3 4-diF-Ph 


-i-fNn2- < *-"ym 


l-Me-3-Pyrd-CH: 


25 




^ 4-diF Ph 


2-NH2-4-Pym 


4-Pip-CH : 




J O — 1 


> 4-diF Ph 


2-Nrl2-4-Pym 


l-Me-4-Pip-CH 2 






1 4-diF-Ph 


2-NH2-4-Pym 


3-Hpip-CH 2 


30 


1 -8*> > 

1 O — J> 


^ 4 HiP Ph 


2-NH?-4-Pym 


l-Me-3-Hpip-CH: 




1 O — *T 


7 A.HiP.Ph 


—\ XTTJ i n . . 

2-NH2-4-Pym 


4-Hpip-CH 2 




I O — ~J 


4 HiP Ph 


2-Nri2-4-Pym 


l-Me-4-Hpip-CH 2 


35 


1 -8"? ft 


^ 4 HiP Ph 


2-INri2-4-Pym 


2-Mor-CH 2 




1 -8">7 


^ 4 rliP Ph 


XTTJ 4 r> 

2-NH2-4-Pym 


l-Me-2-Mor-CH: 




1-8^8 


^ 4 HiP Ph 


2-Nri2-4-Pym 


2-Tmor-CH 2 


40 


1-829 


^ 4-HiP Ph 


O XTIJ A r>« - 

/-NH2-4-rym 


l-Me-2-Tmor-CH2 




1-850 


^ 4 HiP Ph 


O V TT T a T\ 

^-lNH2-4-Pym 


l -Piz-CH 2 




1-831 


4-HiP Ph 


T Mil A ¥>-, r ., , 

z-iNH2-4-rym 


4-Me-l-Piz-CH : 


45 


1-832 


5 4-diF-Ph 
«j,*T - uir -rn 


0 KTT4 ,1 Pxrr^. 


2-Piz-CH 2 




1-833 


^ 4-diF-Ph 

j,*+-uir -rn 


^-lNrl2-4-rym 


4-Pyr-CH 2 




1-834 


3,4-diF-Ph 


2-NH^-4-Pvm 

X ' X A ^ 1^ A Till 


~>-i yi -v_ IT2 


50 


1-835 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-P\t-CH 2 




1-836 


3,4-diF-Ph 


2-NH 3 -4-Pym 


4-Pym-CH: 




1-S37 


3,4-diF-Ph 


2-NH,-4-Pym 


5-Pym-CH 2 


55 


1-838 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 
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Compound 

No. 


R' 








I O -J -/ 


VPI-Ph 

J> >w I 1 11 


H-r VI 11 


ri2iN Vw n 2 




1 -R40 


VPI-Ph 

V_ IT 11 


7. NTH ,-4-Pvm 
^.-1>ai2 h r viii 




10 


1-841 


3-Cl-Ph 


w. I^tlJ ' ■* Till 


H->N-fCH-.>i 

i i 2 ^ \ \w ^ * 2 * J 




1-R4? 


3-Cl-Ph 


— . 1 ^ 1 1 _ — t 1 V 1 1 1 


i i 2 * ~ v. ^ 1 1 2 /-J 




1-R4^ 

i - OH J) 






MeMH-PH^, 
j'ltiiu V..J J 2 


75 


1 ~OHH 


vpi-ph 


- i> n^-H-r > ill 


jvt ci> n ^lji;/. 




i "o4j 


s PI Ph 

_»-v» i-r n 


7 K'H. A Pvm 
~- 1> rl 2-H-r yrn 


ivieiN n -( l n 2 




1 RJ.ft 
i -OHO 


^-Pl-Ph 


7.MI-K A Pvm 


iviers n "V ri2 14 


20 


1 R4 7 
1 -on / 


1 PI Ph 

j -Vw i-r n 


7 KT-l zl Pvm 


cirsiM-v^ri2 




1 RdR 
] -OHO 


Pi Ph 

j-K, 1-r n 


7 VH, A Pvm 

ri2*H-r yrn 


PtKFW /PT-J \, 

r.irsri-^ri2 )2 




1 "OH J 


VP1-Ph 
j vi rn 


7 - KTl - _ A - P vm 
jL w n 2 h- x viii 


CUM M -^L n; )) 


25 


1 R^f> 


^ PI Ph 


7 K T H A P\rm 

z- in n 2 ~h- r yrn 


PtMT-T /PT-T \ 
ililNrl-\\\wil2/J 




1 1 

1 -o J 1 


% Pl-Ph 
J> Vw- 1 1 11 


7.VW, A Pvm 
i > 1 1 2 H - i V [ 1 1 


ivie2i > «-Vw il2 


- 




1 PI Ph 


7 KVK 4 Pvm 


iVl C2 IN Vw- rl 2 ) 2 




1 "O J J 


•2 pi pu 


7 A P\/m 

-i-rsri2"H-r ym 


JVie2i>-^ri2 )2> 








7 KT-J, A Pvm 

4i-r> tiiH-r yrn 


lvie2lN-^L rl2)4 




1 R^ 
1 - O -> _> 


PI Ph 


«i-i\rl 2-H-r yTTi 


1 A -7t P14 


35 


1 -0->lj 


^-Pl-Ph 


z-iN n 2-H-r vi n 


1 A i\ /fH,\, 
1 - AZl-V^ *1272 




i - O J / 


*UPLPh 


7 NTH , A Pvm 
-i-lNri2-H-r yTTi 






1 R<\R 


^ PI Ph 


9 VLJ, A P\rm 


i - AZl-(Vwii2 )u 


40 


t o j y 


_> Vw l r 11 


^-KTH, J Pvm 

«. *JMi2 H-r yrri 


i -ryra-Vw ri2 




1 -Ov»>U 


^ PI Ph 
_> -Vw i-rn 


7 MT-K A X>\rm 


1 -rVTG-^Vw ri2 ;2 




1-861 


VPl-Ph 

J III 


7 _ NTH , .4 _ p vm 
^ i > n t h - j yi 1 1 


l - ryiu^\w-ri2^3 


45 


1-862 


VPl-Ph 

J Vi lli 


■ lillj i r vm 


1 -PvTH-^PH-,^ , 
i ryiu ^Vw-i 12/4 




1-86"* 


VPI-Ph 

Vw 11 11 


-i nn 2 h i y 1 1 1 


1 -Pin-PH-* 
i r ip n 2 




1-864 


3-Cl-Ph 


°-NH-r-4-Pvm 


1 11 L/ \ 'w^ 1 A f J 9 


50 


1-865 


3-Cl-Ph 


2-NH 2 -4-Pyni 


l-Pip-(CH 2 )j 




1-866 


3-Cl-Ph 


2-NH,-4-Pym 


l-Pip-(CH 2 ) 4 




1-867 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


55 


1-868 


3-Cl-Ph 


2-NH 2 -4-Pym 


t-Mor-(CH 2 ) 2 
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5 


Compound 
No. 


R 1 


R : 

i 


i 

1 R 5 




1-869 
T-S70 


3-Cl-Ph 


'-NHi-4-Pvm 

— * ' J 1J "T I Jill 


! 1 -Mor-(tH^); \ 

j — -'- 




3-Cl-Ph 


— i>i 12 *t r yiii 


J-Mor-(CH2)u 


70 


1-871 


3-Cl-Ph 


2-NH->-4-Pvrn 

j » •* * ^ ~ I ^Jr III 


i - 1 mor-L ri 2 




1-872 


j 3-Cl-Ph 


2-NH->-4-PvTn 


1 - 1 mor-(C H2): ! 




1-873 


3-Cl-Ph 


i — * ^ *■ * yiii 


i-lmor-(CH2b t 


75 


1-874 


3-Cl-Ph 


i — iin2~t-ryin 


l-Tmor-(CH : )4 j 




1-875 


3-Cl-Ph 


! ^-NH-U-d P\/m 
| '- IN ii 2 — t'lyTu 


1-Piz-CH 2 j 




1-876 


3-Cl-Ph 


— i^i i^ ^ i yrn 


1-Piz-(CH2)2 ) 


20 


1-877 


3 Cl-Ph 


— nn 2 — r i y 1 1 1 


l-Piz-(CH2b ] 




.1-878 


3-Cl-Ph 


2-NJT-k_4-P\/n-i 

i > in. 2 *+ - r ym 


4-Me-]-Piz-(CH : )3 | 




1-879 


3-Cl-Ph 


— ni n"*+ -i yni 


1-Piz-(CH2) 4 ] 


25 


1-880 


3-Cl-Ph 


- i >n ^-~t-j yrn 


3-Azt 




1-881 | 


3-Cl-Ph 


— ~ l > 11 ? - 1 ym 


l-Meo-Azt 




1-882 | 


3-Cl-Ph 


-i-jN rii *t -r ym 


l-Bn-3-Azt j 


30 


l-b'83 I 3-Cl-Ph 


7 KTLI /I D,^ 

z-iN n 7— 4-r ym 


3-Pyrd | 




1-884 ; 


3-Cl-Ph 


^-INrl2~*+"r yTn 


l-Me-3-Pyrd j 


35 


1-885 


3-Cl-Ph 




3-Pip 


1-886 


3 -Cl-Ph 


— -i> 112 ^ 1 VII] 


4-Pip j 




1-887 

1 


3-Cl-Ph 


«£. - 1> n 2~h - r ym 


4-(3,4-deH-Pip) 




1-888 

1-889 ! 


3-Cl-Ph 


~-in ri2~*T~i vm 


l-Me-4-Pip 


40 


I 


3-CI-Ph 


"}-T\TH-» A P\rm 

-•nni-H-ryirl 


l-Me-4-(3,4-deH-Pip) j 




1-890 . 


3-Cl-Ph 


a- - in n 2—4 - r yrn 


l-Et-4-Pip j 




1-891 j 


3-Cl-Ph 


— i> 1 1 2 ^ » yin 


l-Bn-4-Pip | 


45 


1-892 j 


3-Cl-Ph 


2 - NTH -» -4 -Pvm 


i-Hpip ] 




1-893 | 


3-Cl-Ph 


— i> * n H-f ylll 


1 -Meo-Hpip 1 




1-894 j 


3-Cl-Ph 


2-NH : -4-Pym 


4-Hpip 


SO 


1-&95 | 3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip | 




1-8^6 


J-Cl-Ph 


2-NH 2 -4-Pym 


2-Mor 




1-897 i : 
1 


J-Cl-Ph 


2-NK 2 -4-Pym 


l-Me-2-Mor "1 


55 


l-SVS | 3-Cl-Ph 


2-NH 2 -4-Pym 


2-Tmor 
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5 


._, 

Compound 

»>o. 


R l 


R : 






1-899 


3-Cl-Ph 


mm 1^112 " * Jrlll 


1 -Me-^-Tmnr 




1-900 


3-Cl-Ph 


^-NH-4-Pvm 


l-Piz 


10 


1 -901 


3-Cl-Ph 


^-NH^-4-Pvm 

v Mil J * * * A * * 


4-Me-l-Piz 




1-902 


3-Cl-Ph 


2-NTH:-4-Pym 


2-Piz 




1 -903 


3-Cl-Ph 


^-NThh-4-Pym 


4-Pyr 


15 


1 -004 


3-Cl-Ph 


^-NH^-4-Pvm 


3-P\T 1 




1 -905 




7.MH^-4-Pvm 

i'liuj ■* i jr in 






1 -9Uh 


3-Cl-Ph 


~ l \ 1 I J ~ 1 V||l 


4-Pvm 


20 


I - MOT 


_ - V_ I I II 


^-KTU-4-Pvm 

^ 1 N 1 1 2 * I. V 111 


S-Pvm 

j r viii 




1 - 90S 


^-Cl-Ph 

V. I 1 11 


^-M-K-4-Pvm 


— 1 VI 11 




1 -909 


"^-Cl-Ph 

- V_ I 111 


^-NH-»-4-Pvm 


3-Azt-CH-> 


25 


1-910 


3-CI-Ph 


i > 1 1 2 ■ i Jf*** 


l-Me-VAyt-CH-> 

i ivit j— yw„i— i j 




1 -9 1 1 


3_(71_Ph 


^-NH—4-Pvm 

^_ l > 1 1 J ~ 1 Till 


VPvrri-PH- 

— ' i vi vj-v_ 1 1 2 


— 




\_ 1 1 ti 


M 1x112 ' * viii 


1 -Me -VPvrd-CH-. 
i i » i v j r ji i u v * *2 


30 


1 7 1 J 


J* >w 11 11 


-lixiij^a _y 1 1 1 


*▼ r i p 1 12 




1-914 
i 7 n 


V_ 1 I 11 


*» 1X112 * A Jflll 


l-Me-4-Pin-CH-> 

i iviv "T i iij r 1 2 


- 


1-915 


3-Cl-Ph 


^-NFU-4-Pvm 

— 1X1 1 j " ' VIII 


3-Hnin-CI-U 
,» -i i|jip— v_ ri2 


- 
35 


1-916 


3-O-Ph 


^-NH^-4-Pvm 

— ixii2 i vin 


i i vi _) - 1 1 if i u — \_. n 2 




1-917 


VCl-Ph 

~J \^ I I 11 


^-Nil-U-4-Pvm 
*. iinjt i vin 






l 7 1 O 


V. 1 111 


^-NT-l-»-4-Pvm 

l X 1 1 J~*T 1 VU1 


I ivi - 1 1 ^J1)J J i 2 


40 


1-919 


3-Cl-Ph 








1-920 


3-Cl-Ph 


2-N r H : -4-Pvm 


l-Me-^-Mor-CH^ 




1-921 


3-Cl-Ph 


2-NH:-4-Pvm 


2-Tmor-CH^ 


HO 


1-922 


3-Cl-Ph 


2-MH:-4-Pym 


l-Me-^-Tmor-CH^ 




1-923 


3-Cl-Ph 


?-NH->-4-Pvm 


l-Piz-CHi 




1-924 


3-Cl-Ph 


2-NH:-4-Pym 


4-Me-l-Piz-CH; 


SO 


1-925 


3-Cl-Ph 


2-MH : -4-Pym 


2-PlZ-CH; 




1-926 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




1-927 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH: 


55 


1-928 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pyr-CH: 



55 
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5 


Compound 

No. 


R 




R 3 




1-929 


3-Cl-Ph 


— l > " r vi ii 


4-Pym-CH 2 




1-930 


3-Cl-Ph 


?.MU, A p^ ^^rl 


5-Pym-CH : 


10 


1-931 


3-Cl-Ph 


— i>n 2 H-ryTTi 


2-Pyni-CH: 




1-932 


Ph 


j. - 1 vi c j > in -4 - r vm 


H 2 N-CH 2 




1-933 


Ph 


— ivici> n -4-r YTTl 


H 2 N-(CH 2 ) 2 


15 


1-934 


Ph 


— -ivjcjN n— +-r vni 


H 2 N-(CH 2 ) 3 




1-935 


Ph 


z - 1 vi c J >J n -4 - r vm 


"IT \. t / ¥ ¥ v 

H 2 N-(CH : h 




1-936 


Ph 


— iViClNri-4-r VTT) 


MeNH-CH: 


20 


1-937 


Ph 


--ivieiNri-4-ryrn 


MeNH-(CH 2 ) : 




1-938 


Ph 


- ivi c in n -4 - r VTIl 


MeNH-(CH 2 ) 3 




1-939 


Ph 


- - ivi ers n -4 - r ym 


MeNH-(CH:) 4 


25 


1-940 


Ph 


z - ivi eiN ri -4 - r ym 


EtNH-CH 2 




1-941 


Ph 


--IvieiN M-4-r vm 


EtNH-(CH 2 ) 2 




1-942 


Ph 


- - ivi e IN ri -4 - r vm 


EtNH-(CH 2 ) 3 


30 


1-943 


Ph 


- M e IN ri -4- rym 


EtNH-(CH 2 )4 




1-944 


Ph 


s -ivi eiN ri-4 -r ym 


Me 2 N-CH 2 




1-945 


Ph 


— -IvieiN M-4-rvn] 


Me 2 N-(CH 2 ) 2 


35 


1-946 j 


Ph 


^ - ivj c in n -4 - r vm 


Me 2 N-(CH 2 ) 3 




i-947 


Ph 


- - ivj c jn n -4 - r ym 


Mc 2 N-(CH 2 ) 4 




1-948 


Ph 


- 1 vi e jn n -4 - v ym 


1-Azt-CH 2 


40 


1-949 1 


Ph 


— - ivi e j > ri -4 - r ym 


1-Azt-(CH 2 ) 2 




1-950 


Ph 


z -ivi e fN ri -4-r ym 


1-Azt-(CH 2 ) 3 




1-951 : 
1 


Ph 


- ivi e j n n -4 - r ym 


1-Azt-(CH 2 ) 4 


45 


1-952 


Ph 


— -ivicjNri-4-r ym 


1-Pyrd-CH 2 




1-953 


Ph 


^--ivici n n -4-Kym 


1-Pyrd-(CH 2 ) 2 




1-954 | 


Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


50 


1-955 


Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 




1-956 


Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




1-957 


Ph 


2-MeNH-4-Pyrn 


1-Pip-(CH 2 ) 2 


55 


1-958 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 
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Compound 
No. 


R' 

In. 


R : 


R" 

IN. 




1-959 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ).> 




1-960 


Ph 


2-MeNH-4-Pym 


1-Mor-CH: 


10 


1-961 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH;) ; 




1-962 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH : ) 3 




1-963 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH;)j 


15 


1-964 


Ph 


2-MeNH-4-Pym 


1 -Tmor-CH: 




1-965 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH : ); 




1-966 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 b 


20 


1-967 


Ph 


2-MdlvJH-4-Pym 


l-Tmor-(CH : )j 




1-96S 


Ph 


2-MeNH-4-Pym 


l-Piz-CH: 




1-969 


Ph . 


2-McNH-4-Pym 


1-Piz-(CH : ) ; 


25 


1-970 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH ; ) : , 




1-971 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH : ) 3 




1-972 


Ph 


2-McNH-4-Pym 


1-Piz-(CH : )4 


30 


1-973 


Ph 


2-MeNH-4-Pym 


3-Azt 




1-974 


Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-975 


Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


3S 


1-976 


Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-977 


Ph 

j 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-978 


; Ph 


2-MeNH-4^Pym 


3-Pip 


40 


1-979 


i Ph 


2-MeNH-4-Pym 


4-Pip 




1-980 


|Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-981 


jPh 


2-MeNH-4-Pym 


l-Me-4-Pip 


45 


1-982 


| Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-dcH-Pip) 




1-983 


| Ph 


2-MeNH-4-Pym 

i 


l-Et-4-Pip 




1-984 


| Ph 


! 2-McNH-4-Pym 

j 


l-Bn-4-Pip 


50 


1-985 


jPh 


' 2-MeNH-4-Pym 


3-Hpip 




1-986 


| Ph 


I 2.MeNH-4-Pym 


l-Me-3-Hpip 




1-9S7 


Ph 


j 2-MeNH-4-Pym 


4-Hpip 


55 


1-988 


Ph 


| 2-MeNH-4-Pym 


l-Me-4-Hpip 



. 57 

BNSDOCJD: <EP 107071 1A2_L> 



EP1 070 711 A2 





Compound 

No. 


R 








1-989 


Ph 


-i - ivi ciN n "H - y ym 


2-Mor 




1-990 


Ph 


— - ivi ci > n - 1 vm 


l-Me-2-Mor 


70 


! 1-99) 

> 
i 


Ph 


— -lviciN n-H-rym 


2-Tmor 




! 1-992 


i Ph 

1 


~ - ivi cin ri —4 - r ym 


l-Me-2-Tmor 




j 1-993 

■ - 


; Ph 


«- i»iti>ii i *t-r vmi 


1 -rlZ 


15 


1 -99a 


i Ph 

! 


— - ivi ci n n -4 - r ym 


4-Me-l-Piz 




. 1-995 


j Ph 


-i - 1 vi e in n - 4 - r ym 


2-Piz 




! 


; Ph 


— -ivi cin n -4- rvm 


4-Pyr 


20 


i 1 997 

| 1-99S~ 

I 


i Ph 

i 


*~ - ivi ciN n --4 - n vm 


3-P\T 




j Ph 


2-MeNH-4-Pvm 


-i-ryr 




! 1-999 
! 


f Ph 

! 


— - ivi eiN o -4 -r ym 


4-Pym 


25 


1 1-1000 


Ph 


--ivieiN n-4-ryrn 


5-Pym 




! 1-1001 

! 


Ph 


- ivi c in n. -4 - r ym 


2-Pym 


30 


1-1 002 

I 

1-1 00^ 


Ph 
Ph 


^-jvieiNn-4-rym 


3-Azt-CH 2 


- m e N M - 4 - P ym 


l-Me-3-Azt-CH 2 




1 - 1 004 

i 


Ph 


^. - M e N ri - 4 - r ym 


3-Pyrd-CH 2 




i-i oos i 

i 


Ph 


- iv i e i\ rl - 4 - r ym 


l-Me-3-Pyrd-CHz 


35 


1 - 1 006 


Ph 


^-ivjciNri-4-r ym 


4-Pip-CH: 




1-1007 


Ph 


^-iviciNn-4-rym 


l-Me-4-Pip-CH 2 




1-1008 


Ph 


•i-rvieiNi l-4-rvm 


3-Hpip-CH 2 


40 


1-1009 


Ph 


-_-iviciNn-4-r ym 


l-Mc-3-Hpip-CH: 




1-1010 


Ph 


Z - 1 vi e In M -4 - r Vm 


4-Hpip-CH 2 




1-101 1 


Ph 


_ ivie F\ ri-4-i vm 


l-Me-4-Hpip-CH 2 


45 


1-1012 


Ph 


— -iviciNrl-4-r ym 


2-Mor-CH 2 




1-1013 


Ph 


— -i vie in M-4-rym 


l-Me-2-Mor-CH 2 






1-1014 


Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


50 


1-1015 


Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 




1-1016 


Ph 


2-McNH-4-Pym 


i-Piz-CH 2 




1-1017 | 


Ph 


2-MeNH-4-Pyin 


4-Me-l-Piz-CH 2 


55 


1-1018 j 


Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 



58 
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5 


Compound 

r*v. 


R 




R 3 




1-1019 


Ph 


^-McNH-4-Pvm 


4-Pyr-CH: 




1-1 0^0 

1 1 \J ^ V/ 


Ph 


^-MeNH-4-Pvm 

• IVIWi 1 ' & Till 


3-Pvr-Chb 

±. T 1 >w 11^/ 


10 


1-10"? 1 

1 J V/ — 1 


Ph 


^-MeNH-4-Pvm 

_ I'lWJ il 1 * A Till 


2-Pyr-CH: 




1-1022 


Ph 


^-MeNH-4-Pvm 


4-Pym-CH: . 




1-1023 


Ph 


^-MeNH-4-Pvm 


5-Pym-CH: 




1-1024 


Ph 


?-MeNH-4-Pvm 

Mi 1*1 VI ^ 1 1 1 Till 


2-Pym-CH : 




l-10^S 


4-F-Ph 


^-MeNH-4-Pvm 

— ivjcj xi i •* r viii 


H 2 N-CH: 




1 - 1 w«u 


4-F-Ph 

"T 1 —III 




llTll \ \_ 1 1 ^ / J 


20 


1 - 1 fp" 7 


4-F-Ph 




xijii yv_im^/j 






4-F-Ph 

"T I "111 


iviciNii ** r Yin 


1 12 li \ Vsl lj/4 




1 1 w 7 


4-F-Ph 


^-MeNH-4-Pvm 


MeNTH-CH^ 

JT1V1 11 1 \^ 1 X 7 


25 


1 -1 030 


4-F-Ph 


^-MeNH-4-Pvm 




— ■ 


1 -1 031 


4-F-Ph 

*T 1 —III 


» IVltl^Il *T I Vlll 


J'lvl M 1 I 0 1 1 2 / -> 




1 - 1 03? 

1 1 V/ J> 4. 


4-F-Ph 


^-MeNH-4-Pvm 

_ ll L ~ I Vlll 






1 - 1 


4-F-Ph 


_ ivi ci > n t r vni 


Lin n v^n^ 


- 


1-1 034 


4-F-Ph 

"T 1 ~ I I I 


7-MeNH-4-Pvm 

^-ivitiiii r viii 


L-inl 1 \ V, 1*2/2 




1-1 03S 


4-F-Ph 

*T l All 


^-MeNH-4-Pvm 

ivicj in — r viii 


i_- l 1 1 1 1 ^ v_ 1 1 2 y 3 


35 


1-1036 


4-F-Ph 


^-MeNH-4-Pvm 

^ l»lwl 11 1 *T I Vlll 


L.11M 1 1 1 2 y«i 




1-1037 


4-F-Ph 


?-MeNH-4-Pvm 

ITJ^I 11 I ~ 1 Ylll 


i» itj 1 1 1 -ij 




1-1018 

1 - 1 \J -J o 


4-F-Ph 

*T- I "111 


^-MeNH-4-Pvm 


ivicjii ^v^i ij/2 


40 


1-1039 


4-F-Ph 
i i n 

i 


^-MeNH-4-Pvrn 

— lvi^J ii i — i viii 


ivit2i > ' \^ w/l *2/3 




1 - 1 040 


4-F-Ph 

*T i III 


i»ili in~ ~t i jriij 


;vit2i 1 y.v_>I7j2/4 




1-1041 


4-F-Ph 

*T I 111 


^-MeNH-4-Pvm 


1-Azt-CHi 


45 


1 - 1 042 


4-F-Ph 


^-McNH-4-Pvrri 


1-Azt-(CH 2 )2 




1 - 1 043 


4-F-Ph 


^-MeVH-4-Pvm 

^ I'lU. 11 1 — 1 Till 


1-Azt-(CH 2 )^ 




1-1044 


4-F-Ph 


2-MeNH-4-Pvm 

! ., . 


l-Azt-(CH^u 


SO 


1-1045 


4-F-Ph 


; 2-MeNH-4-Pym 


1-Pyrd-CH 2 




1-1046 


4-F-Ph 


j 2-MeNH-4-Pym 


1-Pyrd-(CH : ); 




1-1047 


4-F-Ph 


i 2-MeNH-4-Pym 


l-Pyrd-(CH 2 )x 


55 


1-1048 


4-F-Ph 


! 2-MeNH-4-Pym 

i 


l-P>Td-(CH 2 ) 4 
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Compound 
No. 










1-1049 


4-F-Ph 


j. - ivi e in h -4 - r vm 


1-Pip-CH 2 




1-1050 




4-F-Ph 


- - ivi e in m -4 - r ym 


1-Pip-(CH 2 ) 2 


10 


1-1051 


1 


4-F-Ph 


x - ivi ciN ri -4- r ym 


1 -Pip-(CH 2 ) 3 




1-1052 


1 


4-F-Ph 


*) \,1^\TW A p,™ 

— -ivici\ri *-r ym 


l-Pip-(CH 2 ) 4 




1-1053 




4-F-Ph 


9A4p\ILI A Dim 


I -Mor-CH^ 


75 


1-1054 


1 


4-F-Ph 


^ - \/f i»\JT4 A Di 

— - 1 vi ciNri -*4 - r ym 


UMor-(CH 2 ) 2 




1-1055 


! 


4-F-Ph 


- ivi e in ri -4 -r ym 


l-Mor-(CH 2 ) 3 




1-1056 


! 


4-F-Ph 


--iviejNri-4-rYm 


l-Mor-(CH 2 ) 4 


20 


1-1057 




4-F-Ph 


- - iv i e in n -4-r ym. 


l-Tmor-CH 2 




1-1058 


i 


4-F-Ph 


— -ivi ci\jn-*t-r ym 


l-Tmor-(CH : ) : 




1-1059 




4-F-Ph 


^ - M e JN ri - 4 - P ym 


!-Tmor-(CH 2 ) 3 


25 


1-1060 


: 


4-F-Ph 


i-Mel\H4-P\ / ni 


l-Tmor-(CH 2 )j 




1-1061 




4-F-Ph 


z - ivi e in m -4 - r ym 


1-Piz-CH 2 


30 


1-1062 


i 

! 


4-F-Ph 


--MeiNH4-F)Tn 


1-Piz-(CH 2 ) 2 


1-1063 


; 4-h-Ph 


0 K X £»X [LI 4 r.-.n 

-i-MeJNri-4-rym 


l-Piz-(CH 2 )_i 




1-1064 


; 4-F-Ph 


z -ivi eiN n -4- Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1065 


; 4-F-Ph 


x - ivi e in ri -4 - p ym 


1-Piz-(CH 2 ) 4 


35 


1-1066 


j 4-F-Ph 


— -iv l u in n -4- rym 


3-Azt 




1-106? 


4-F-Ph 


--iviciNM-4-rym 


1 -Me-3-Azt 




1-1068 


4-F-Ph 


— -ivi l in ri -4 -rym 


I-Bn-3-Azt 


40 


1-1069 


4-F-Ph 


-i-JviciN ri -4 -rym 


3-Pyrd 




1-1070 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-1071 


4-F-Ph 


2-McNH-4-Pym 


3-Pip 


45 


1-1072 


4-F-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1073 


4-F-Ph 


2-MeNH-4-Pym 


4-(3>4-deH-Pip) 




1-1074 


4-F-Ph | 2-MeNH-4-Pym 


l-Me-4-Pip 


SO 


1-1075 


4-F-Ph | 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1076 


4 


-F-Ph j 2-MeNH-4-Pym 


1 -Et-4-Pip 




1-1077 


4 


-F-Ph ; 

l 


2-MeNH-4-Pym 


1 -Bn-4-Pip 


55 


1-1078 


4-F-Ph j 2-MeNH-4-Pym 

■ | 


3-Hpip 
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Compound 

No. 


P ! 


XX 


K 




1-1079 


4-F-Ph • 


2-McNH-4-Pym 


l-Mc-3-Hpip 




1-1080 


4-F-Ph 


2-MeNH-4-Pym 


4-Hpip 


10 


1-1081 


4-F-Ph 


2-MeNH-4-Pym 


l-Mc-4-Hpip 




1-1082 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor 




1-1083 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


IS 


1-1084 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor 




1-1085 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




1-1080 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz 


20 


1-108? 


4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1088 


4-F-Ph 


2-MeNH-4-Pyni 


2-Piz 




1-1089 


4-F-Ph 


2-MeNH-4-Pym 


4-Pyr 


25 


1-1090 


4-F-Ph 


2-MeNH-4-Pym 


3-Pyr 




1-1091 


4-F-Ph 


2-MeNH-4-Pym 


2-Pyr 




1-1092 


4-F-Ph 


2-MeNH-4-Pym 


4-Pym 


30 


1-1093 


4-F-Ph 


2-MeNH-4-Pyni 


5-Pym 




1-1094 


4-F-Ph 


2-MeNH-4-Pym 


2-Pym 




1-1095 


4-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


35 


1-1096 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH : 




1-1097 


, 4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1098 


i 4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-P>Td-CH 2 


40 


1-1099 


, 4-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1100 


| 4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1101 


4-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


45 


1-1102 


| 4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




1-1103 


! 4-F-Ph 


2-MeNH-4-Pym 


4-Hpip-GH, 




1-U04 


| 4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH 2 


50 


1-1105 


| 4-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




1-1106 


4-F-Ph 


i 2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




1-1107 


4-F-Ph 


! 2-MeNH-4-Pym 

i 


2-Tmor-CH : 


SS 


1-1108 


4-F-Ph 


| 2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 



.-.61 
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Compound 

i>0. 


R 1 


R : 


R 3 


1 - 11 09 

1 11 \JZs 




2-MeNH-4-Pym 


1-Piz-CH 2 


1 - 1 1 10 




J-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


1-1111 

1 I 1 1 J 


4-F-Ph 


-i-MeNH-4-Pym 


2-Piz-CH 2 


1-1 1 1 *? 

I 1 I Ik 


4 F Ph 


J-MeNH-4-Pym 


4-Pyr-CH 2 


1 -1 11 ^ 

I I I J J 


"T-r-rn 


J-MeNH-4-Pym 


3-Pyr-CH 2 


1-1 1 14 


d_F Ph 


z-MeNH-4-Pyrn 


2-Pyr-CH: 


1-111^ 
i i i j 


A F PVi 


2-MeNH-4-Pyrn 


4-Pym-CH : 


1-1 1 1 fs 
11 1 ID 


4 F Dh 


2-MeNH-4-Pym 


5-Pym-CH: 


1 - 1 1 1 * 


4 F Dl-i 

4-r-rn 


2-MeNH-4-Pyni 


2-Pyni-CH : 


1 1115? 


^ tr du 
j-r-rn 


2-McNH-4-Pym 


H 2 N-CH 2 


1 1110 

i-i i l y 


^-r-rfl 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


i-i i ~>n 

1 - 1 I ^iU 




2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 


1 1 1 ~> 1 
1 - i 1 ~ ] 


^ IT DU 

3-r-rn 


2-MeNH-4-Pyrn 


H 2 N-(CH 2 ) 4 


1-1 1 


P Du 


2-MeNH-4-Pym 


MeNH-CH 2 | 


1-1 1 ~y\ 
i i i 


^ P DV» 


2-MeNH-4-Pym 


McNH-(CH 2 ) 2 


1-1124 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH : ); 


1-1125 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 )^ 


1-1126 


3-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 


1-112? 


3-F-Ph 


2-MeNH-4-Pym 


EiNH-(CH 2 ) 2 


1-1128 3-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


l-1 129 


3-F-Ph 


^ % A V 11 Y j TV 

2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 


1-1130 


3-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 ' 


1-1131 3-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


1-1132 I 


3-F-Ph 


2-MeNH-4-Pyrn 


Me 2 N-(CH 2 ) 3 


1-1133 ! 

i 


3-F-Ph 


2-MeK T H-4-Pym 


Me 2 N-(CH 2 ) 4 


1-1134 


3-F-Ph 


2-MeNH-4-Pym 


1 - A71-PPK 


1-1135 


3-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH ; ) : 


1-1136 


3-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 )3 


1-1137 


3-F-Ph 


2-MeNH-4-Pym 


I-Azt-(CH 2 ) 4 


1-1138 | 3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH, 
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5 


Compound 






R 3 

t 

i 

1 




1-1 139 


3-F-Ph 


2-MeNH-4-Pvm 

i'lVl ^ A A ■ X Till 


l-Pvrd-fCH-^ ; 

. i 




1-1 140 


3-F-Ph 


2-MeNH-4-Pvm 


1-Pvrd-fCFMi ! 

i i viu \vi jj/3 ( 


70 


1-1141 


3-F-Ph 


2-MeNH-4-Pym 


l-Pvrd-fCH^j 






3-F-Ph 


^-MeNH -4-Pvm 


1-Pip-CH: ! 

i 




1-1 14^ 
i - i i 


VF-Ph 


« jvitiii I *t l yiii 


i 1 I J-J ^ V— 1 J J / J 


15 


1-1 1 44 


3-F-Ph 


~> - !v1 pMH -4 -P vm 

mm IVIti^I 1 T 1 VIII 


i i ij-* V^i '2/3 




1 1 1 4> 
1-1 I *4 „ 


_j - 1 - 1 1 1 


- M pMH -4- P vm 


ill \J \ L I12 |4 




1-1 1 4/S 
111 *+u 


7_K-Ph 
j> i i 1 1 


— - i»i en 1 1 i jiii 


l.Mnr-PHi ! 

l •IVlUI vllj | 


20 


1-1 147 

1 - 1 1 / 


3-F-Ph 


^-MeNH-4-Pvm 


1 -MnrifH^, 
i ^viL/i ^ v^n 2 J 2 




1-1 1 4K 

1-11 HO 


3-F-Ph 


^-MeNH -4-Pvm 


1 ivivji -\ II 2 M 

1 




1-1 1 4Q 
i - 1 i *+ j 


3-F-Ph 


7_MeNH -4-Pvm 


I 1V1VJ1 -^V^IiT ^4 


25 


1 1 1 SO 


3 F-Ph 


^-MpMH-4-Pvtti 


1 -Tmor PH, 
iii iiui -v^, n 2 




1-1 1ST 
i - 1 i j i 


3-F-Ph 
«j -r i ii 


9-MpNJT-I -4-Pvm 


I J 11IU1 ~^\_X lj ;2 




1-1 1 5? 


VF-Ph 

J i r ii 


^ - M eMH -4 - P vm 


i i 1 1 iu i \v_ r*2 /3 




30 


1 . 1 1 SI 
i - i i j j 


3 F-Ph 


"> - M pNTH _4 - P vm 


i-i I iiui -\ ri 2 m 




1-11 S4 

1-1 1 «}H 


j)-r -r ii 


?-MpMH -4-Pvm 


1 i It. IP 




1 1 1 SS 

1-1 1 J J 


J> - 1 r [1 






•JO 


1-1 1 


1_F-Ph 
j-r-r 11 


">-MpNTH -4-Pvm 

*_-JVici> i 1 -*t-I y III 


1 -Pi7-^PH-»U 




1 1 \ S7 


7 F-Ph 


^-MpMT-i-4 Pvm 


4 1 Pi? # T' IJ , \ , 
^T-IVIC- I -rlZ-y\_ 112 73 




1-1 1 

11 I JO 


7. F-Ph 


?-MpNH -4-Pvm 


I * i^— \ v^ri 2 /4 




1- 1 1 59 


7. F-Ph 


Mr NTH -4 -Pvm 






1 . n 60 


3-F-Ph 
j i i ii 


">-MeMH-4-Pvm 


1 -Ivic-^-/V<cl 




1-1161 


3-F-Ph 

wJ I -III 


^-MeNH-4-Pvm 

mm .vicix 1 1-*t-i YIII 


1 A7t 

1 U>11 _J-rVZ.l 


45 


1-1 162 


3-F-Ph 

u 1 I 1 1 


~> -M pMH -4 -P vm 

— -V1C-1> 1 1 * f jflll 


J r;iu 




1-1 163 


3-F-Ph 
j i i ii 


*>-MeNH-4-Pvrn 

i»ltl i L I"*t"I ylll 


1 -Me-l-Pvrd 

i "iviv -7-1 _Y i VJ 




1-1164 


3-F-Ph . 


2-MeNH-4-Pyrn 


3-Pip 


50 


1-1165 


3-F-Ph 


2-MeNH-4-Pyrn 


4-Pip 




1-1166 


3-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1167 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


55 


1-1168 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 



63 
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5 
W 
15 
20 
25 
30 
35 
40 


Compound ! 
No. | 






1-1169 


: 3-F-Ph 


2-MeNH-4-Pym 


l-r.t-4-Pip 


1-1170 


3-F-Ph 


2-MeNH-4-Pym 


i -Bn-4-Pip 


1-1171 


3-F-Ph 


2-MeNH-4-Pym 


^-ripip 


1-1172 


3-F-Ph 2-MeNH-4-Pym 


l-Me-^-hlpip 


1-1 173 


3-F-Ph 


2-MeNH-4-Pym 


4-Hpip 


1-1174 


3-F-Ph 

\ . ~ 


2-MeNH-4-Pym 


I -Me-4-Hpip 


1-1175 ! 3-F-Ph 


2-MeNH-4-Pym 


2-Mor 


1-1176 j 3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


1-1177 | 3-F-Ph 


2-MeNH-4-Pym 


2-Tmor 


1-1178 


3-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Tmor 


1-1179 

1 


3-F-Ph 


2-McNH-4-Pym 


1-PlZ 


1-1180 i 3-F-Ph 


2-MeNH-4-Pyrn 


4-Me-l -Piz 


1-1181 | 3-F-Ph 


2-McNH-4-Pym 


2-Piz 


1-1182 


3-F-Ph 


2-MeNH-4-Pym 


4-Pyr 


1-1183 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyr 


1-1184 j 


3-F-Ph 


2-MeNH-4-Pym 


2-Pyr 


1-1185 | 


3-F-Ph 


2-MeNH-4-Pym 


4-Pym 


1-1186 


3-F-Ph 


2-MeNH-4-Pyrn 


5-Pyrn 


1-118? 


3-F-Ph 


2-McNH-4-Pym 


2-Pym 


1-1188 j 3-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


1-1189 3-F-Ph 


2-MeNH-4-Pym 


1 X At jl V^T T 

l-Me-3-Azt-CH: 




1-1190 j 3-F-Ph 


2-MeNH-4-Pym j 


3-Pyrd-CH 2 




1-1191 i 3-F-Ph 


2-MeNH-4-Pym j 


1 -Me-3-PyTd-CH 2 


45 


1-1192 ! 3-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1193 ! 3-F-Ph 


2-MeNH-4-Pym | 


1 -Me-4-Pip-CH;> 




1-1194 | 3-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


SO 


1-1195 3-F-Ph 


2-MeNH~4-Pym 


l-Me-3-Hpip-CH 2 




1-1196 3-F-Ph 


2-McNH-4-Pym 


4-Hpip-CH 2 




1-1197 3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH: 


55 


1-1198 3-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 
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5 


Compound 


R' 








1-1 199 


3-F-Ph 


2-MeNH-4-Pvm 


l-Me-2-Mor-CH; 




1-1200 


3-F-Ph 


^-MeNH-4-Pvm 


2-Tmor-CH: 


10 


1-1201 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH^ ! 

i 




1-1202 


3-F-Ph 


2-MeNH-4-Pym 


l-Piz-CH: 




1-1203 


3-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH: 


15 


1-1204 


3-F-Ph 


^-MeNH-4-Pvm 

» »»lVlill ■ 1 ' 111 


2-Piz-CH 2 




1-1205 


3-F-Ph 


7 -MeNH-4-Pvm 


4-P\t-CH 2 




1-1206 


3-F-Ph 


^-MeNH-4-Pvm 

'1 I * 1 Jill 


3-P\T-CH 2 


20 


1-1207 


3-F-Ph 


^-MeNH-4-Pvm 

^ .'ivi ill ~ x y hi 


2-Pyr-CH: 




1-1208 


3-F-Ph 


2-MeNH-4-Pvm 

I'lVl 1 I J~ X J 111 


4-Pvm-CH- 

~ X J 111 \^ 1 *J 




1-P09 


3-F-Ph 


^-MeNH-4-Pvm 


5-Pvm-CH^ 

*S A Till V_. 1 A^ 


25 


1-1210 


3-F-Ph 


^-MeNH-4-Pvm 

1T1W1 11 1 ~ 1 Till 


2-Pvm-CH? 

^ X Till V— 1 X^ 




1-1211 


3,4-diF-Ph 


7 -MeNH-4-Pvm 

I ▼ 1 V* i ~ X 1 X Till 


H 2 N-CH 2 




1 I* Ito 


3,4-diF-Ph 


^-MeNH-4-Pvm 


1*2* V V^- 1*2/2 


30 


1 -1 1 ^ 


^ 4-diF-Ph 

J,*T UU —I Jl 


i »i till 1 *» I jlll 




- 


1 -1 1 4 


} 4-diF-Ph 


^ - M eNH -4 - P vm 


1 1 j > ^\_ii 2 /4 




1-1215 


3,4-diF-Ph 


^-MeNH-4-Pvm 


Ill til ill N_ I 1 2 




1-1216 


3,4-diF-Ph 


^-MeNH-4-Pvm 

1 fl W 1 « 1 1 ■ 1 Till 


MeNH-rCH-)i-» 

JT1W1111 ^ V_- 1*2/2 




1-1217 


3,4-diF-Ph 


2-MeNH-4-Pvm 


l'iti ii 1 ^ \w 1 *■ 2 * i 




1-1218 


3 4-diF-Ph 

•J y~ VI 11 1 II 


^-MeNH-4-Pvm 

a- - v lVi 1-1 1 ^ J Jill 






1-1219 


3 4-diF-Ph 

y * ^A li 1 J 1 


^-MeNH-4-Pvrn 


1^ 11 ill V 112 




1-1220 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-fCH^ 

itUiii \ v.* 1 1 2. J 2 




1-1221 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtlNTH-fCH^ 


45 


1-1222 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH : )4 




1-1223 


3,4-diF-Ph 


2-MeNH-4-Pvm 


MeiN-CH-^ 

XTXW^l ' 1 A£ 




1-1224 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 )2 


SO 


1-1225 


3,4-diF-Ph 


2-MeNH-4-Pyni 


Me 2 N-(CH 2 ) 3 




1-1226 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




1-1227 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-CH 2 


55 


1-1228 


3,4-diF-Ph 


2-MeNFl-4-Pym 


1-Azt-(CH 2 ) 2 



65 
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i 

Compound 
I N 0 


R' ,' R* 


R 3 




! 1-1229 


3,4-diF-Ph 


! 2-MeNH-4-Pym 


1-Azt-(CH : ) 3 




n"l230~ 


3.4-diF-Ph 


' 2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


10 


! 1-1231 
i 


3.4-diF-Ph 


i 2-MeNH-4-Pym 


| 1-Pyrd-CH 2 ! 




* 1-123^ 
l 


3.4-diF-Ph 


2-MeNH-4-Pym 


j 1-Pyrd-(CH 2 ) 2 




1-1233 


3.4-diF-Ph 


; 2-MeNH-4-Pym 


j 1-Pyrd-(CH 2 ) 3 1 


15 


| 1-1234 


3.4-diF-Ph 


: 2-MeNH-4-Pym 


T : — — 

j 1-Pyrd-(CH 2 ) 4 | 




1 1-1235 


3.4-diF-Ph 


t 2-MeNH-4-P>TTi 


j 1-Pip-CH: 




! 1-1236 


3,4-diF-Ph 


2-MeNH-4-Pym 


j 1-Pip-(CH 2 ) 2 | 


20 


! 1-1237 


3.4-diF-Ph 


, 2-MeNrH-4-Pym 


j 1-Pip-(CH 2 ) 3 




1-P3S 

! 


3.4-diF-Ph 


2-MeNH-4-Pym 


j 1-Pip-(CH 2 ) 4 j 




1-1239 

I 


3,4-diF-Ph 


2-MeNH-4-Pym 


| l-Mor-CH 2 | 


25 




3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 ~~1 




| 1-1241 


3,4-diF-Ph 


j 2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 | 




1 1-P4^ 

1 


3,4-diF-Ph 


; 2-McKH-4-P>-m 


l-Mor-(CH 2 ) 4 


30 


r i - 1 


3.4-diF-Ph 


' 2-MeNH-4-Pym 


l-Tmor-CH 2 j 




i 1-1244 

i 


3,4-diF-Ph 


i 2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




: 1-1245 


3,4-diF-Ph 


; 2-MeNH-4-Pym 


1 -Tmor-(CH 2 ) 3 J 


35 


i 1-1746 


3,4-diF-Ph 


2-MeNH.4-Pym 


l-Tmor-(CH 2 ) 4 ~j 




! 1-1247 


3,4-diF-Ph 


1 2-MeN r H-4-Pyrn 


1-Piz-CH 2 




1-124S 


3,4-diF-Ph 


j 2-MeN T H-4-Pym 


1-Piz-(CH 2 ) 2 | 


40 


1 - 1 249 


3,4-diF-Ph 


• 2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 | 




j 1-1250 


3.4-diF-Ph 


| 2-MeKH-4-Pym 1 


4-Me-l-Piz-(CH 2 ) 3 j 




! 1-1251 


3,4-diF-Ph 


j 2-MeNH-4-Pym t 


1-Piz-(CH 2 ) 4 


45 


1-1252 


3,4-diF-Ph 


j 2-MeKH-4-Pym 


3-Azt 




1-1253 


3,4-diF-Ph 


1 2-MeNH-4-Pym 


l-Me-3-Azt 




1-1254 


3,4-diF-Ph 


j 2-MeNH-4-Pym 


1 -Bn-3-A7t 


50 


M255 


3,4-diF-Ph 


j 2-MeNH-4-Pym j 


3-P>Td J 




1-1256 


3,4-diF-Ph 


j 2-MeNH-4-Pym 


1 -Me-3-Pyrd j 


ss \ 

| 


1-1257 


3,4-diF-Ph 


j 2-MeNH-4-Pym 


3-Pip 


1-125S 


3,4-diF-Ph 


j 2-MeNH-4-Pym 


4-Pip 
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5 


Compound 

No. 


R 1 


R* 


R 3 






^ A-HiF-Ph 
j,*+-air -in 


- iv j eiN n -«+ - r ym 


A CX A Af»\A Pin\ 




i i ~>^n 

1 - 1 iDw 


1 A AW PVi 


z - ivi cj\ n r ym 


1 -Ivie-4-rlp 


in 
10 


1 1 1 
1 - 1 .0 1 


A AW PVl 

.3,4-air -r n 


*i - ivj e j\j n - 4 - r ym 


1 A il A HpM Pin\ 




1-1.6_ 


1 A AW DU 


^ -ivieiN ri-4-r ylTl 


1 -C.I-4-r^ip 




1 1 "> f \ 1 

- 


"5 A AW DU 


Z-IVlCNrl-4-rym 


1 Rn A Pirt 

i -Dn-4-rip 


75 


J 1 "» l» 1 


i /i ^:rr du 
j,4-air -r n 


i - m eiN m -4 - r ym 


j-npip 




t - 1 J 0> 


-> ,4 du 
.\4-dir-rn 


^ - M e ]\ rl - 4 - r ym 


1 -Me-J-ripip 




1 - 1 _bo 


-^ ,4 JIU" DU 

j>,4-air-rn 


-i - M e IN rl -4 - r ym 


4-Hpip 


20 


1 - 1 _G . 


_v4-dir-rn 


- IV] eN H -4 - r ym 


l-Me-4-Hpip 




1 i ~w c> 


** A Am DU 


2-McNH-4-rym 


2-Mor 




1 - 1 _uV 


*: A AW DU 


^ - ivi e in ri - 4 - r ym 


1 -Me-2-Jvior 




i m/i 
1 - 1 2 / U 


1 a AW DU 


l • M e in rl - 4 - r ym 


J- lnior 




I - 1 2 : 1 


- ,1 AW DU 


1 K 1 aXTXJ i D» 

z-iVieiN H'4-ryrn 


1 -Mc-2-Tmor 




1-1.,- 


*2 < ,i;TT DU 


1 - ivi e in ri - 4 - r ym 


1-rlZ 




t I -> "7 -> 
1 - 1 1 / .1 


"5 .1 /4»U DU 


i-MeN H-4-rym 


4- Me- 1 -riZ 




1 - I - / 4 


j,4-u]r-rn 


2 - Ivi e N rl -4 -r ym 


2-PlZ 




1 - 1 J 


-» a j:rr du 


2-MeNii-4-rym 


4-Pyr 


•JO 


1 - 1 2 /o 


a j:c du 


2 - M e N H -4- r ym 


3-Pyr 




I'M / I 


"2 A A W DU 


i - ivi e IN rl - 4 - r ym 


2-Pyr 




1 - J Z / 6 


A A W DU 


l - ivi e IN ri -4- r ym 


4-Pym 


40 


1 1 ">7Q 
I - 1 Z /V 


1 A AW DU 

3,4-Oir-r n 


i - ivi e in n -4- r ym 


j-rym 




i i ocn 

1 - 1 ioU 


1 A AW DU 


z-MeJNi i-4-rym 


2-rym 




1 OS 1 
1 - I *-5 1 

.... 


1 A AW DU 


z - M e N H -4-r ym 


1 A -Ft /""LI 


45 


1 1 9R"> 


7 A /-?ilT DU 


0 K/1 o\TU 1 D, m i 

z - ivi e rs n • 4 - r ym 


l -Me- j-Azt-LH: 




i nci 

1 - 1 ioj 


1 A AW DU 

.3,4-air-rn 


/ - ivi eiN M -4- Fym 


i-Pyra-CH: 




1-1284 




^-MeNH4.Pvm 

<- ivici>» i l~*T-r VIII 


1 -ivic-^-i yi u-v^ii 2 


50 


1-1285 


3,4-diF-Ph 


2-McNH-4-Pym 


4-Pip-CH: 




1-1286 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1287 


3,4-diF-Ph 


2-MeNH-4-Pym . 


3-Hpip-CHj 


55 


1-1288 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH: 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Compound 

: No. 


R 1 ! R : 
1 


R 3 


i -1289 


3.4-diF-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 


: 1-1290 


3.4-diF-Ph 


2-McNH-4-Pym 


l-Me-4-Hpip-CH 2 


1-1291 


3.4-diF-Ph 


2-MeNH-4-Pvm 


2-Mor-CH 2 


1 1-1292 


3,4-diF-Ph 


2-McNH-4-Pym 


l-Me-2-Mor-CH 2 


1-1293 

1 


3,4-diF-Ph 


2-MeNH-4-Pvrn 


2-Tmor-CH 2 


j 1-1294 


3.4-diF-Ph 


2-MeNH-4-Pvm 


l-Me-2-Tmor-CH; 


1-1295 


3,4-diF-Ph 


2-MeNH-4-Pvm 


1-Piz-CH 2 


1-1296 


3,4-diF-Ph 


2 - MeNH -4- P vm 


4-Me-l-Piz-CH 2 


1-1297 


3,4-diF-Ph 


2-MeNH-4-Pvm 


2-Piz-CH 2 


1-129S 


3,4-diF-Ph 


2-MeNH-4-Pvm 


4-Pyr-CH: 


1-1299 


3,4-diF-Ph 


2-MeNH-4-Pvm 


3-Pyr-CH 2 


1-1300 


3,4-diF-Ph 


2 - M eNH -4- P vm 


2-Pyr-CH 2 


1-1301 


3,4-diF-Ph 


"> - MeNTH -4- P vm 


4-Pym-CH 2 


1-1302 


3,4-diF-Ph 


' > -MeNH-4-Pvm 
<■» i v iciii l— *t— i yiii 


5-Pym-CH 2 


1-1303 


3,4-diF-Ph 


i v ici>iii — ryiii 


2-Pym-CH : 


1-1304 


3-CI-Ph 


°-MeNTH-A Pvm 


H 2 N-CH 2 


1-1305 


3-CI-Ph 




H 2 N-(CH 2 ) 2 


1-1306 


3-C!-Ph 


2-McNH-4-Pvtti 


H 2 N-(CH 2 ) 3 


1-1307 


3-CI-Ph 


2-MeNH-4-Pvm 


H 2 N-(CH 2 ) 4 


1-1308 


3-CI-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 \ 


1-1309 


3-CI-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 


1-1310 


3-CI-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 


i nil 

1-131 1 


3-CI-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


1-1312 


3-CI-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 


1-13 1 j> 


3-CI-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 


1-1314 


3-CI-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 )3 


1-1315 


3-CI-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 1 


1-1316 


3-CI-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 


1-1317 


3-CI-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


1-1318 


3-CI-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 
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5 


Compound 
No. 


R 1 




H 




1 1 1 1 0 
i - 1 3 i y 


3-V^ 1-r I J 


z - jvi c i > n -*+ - r ym 


IVI C2 IN -{ L, n 2 )A 




i - 1 3 z u 




z - ivi l : \ n r y i t i 


i ri2 


1 U 


J - 1 3-£ I 




z - 1 vi c 1 > n - < -r - 1 y 1 1 1 






J - i ->*L1 


i pi PVi 


- - 1 Vi S IN n - H - r y Tu 


i a 7 t /ru % \, 

1 -AZl-\Lri2/3 




1 - 1 323 


1 PI DVi 


z - m e in ri -4- r ym 


1 -AZi-(Ln:)4 




J - 1 324 


^ 1 pu 
3-Ul-rn 


2-MeiNri-4-ryTn 


1 T>,rr-/H r"UI 

1 -ryTa-Cri; 




1 -1 323 


3-L l-r n 


2-MeNH-4-r ym 


l-r>Ta-(Lri2): 




i 1 i^+l 
1 - 1 326 


1 \ DW 
3-trln 


- M c IN ri - 4 - r ym 


1 U,»./4 /PU \ 

1 -ryTa-(L-ri2);> 


20 


1 1 "5 "> "7 
1 - 1 32 / 


i r*\ du 
3-L l-r 11 


2-Mci\ ri-4-r yni 


1 -ryTa-(LH2)4 




i i no 
1 - 1 ^2c 


3-L 1-rn 


± - IVI e IN rl -4 - r ym 


1 -rip-L.ri2 




I- 132v 


3-L. l-r n 


2 - m e in n - 4 - r y m 


1 -rlp-(CH^)2 


2B 


1 1 1 1 f\ 

1-1330 


3-L.l-rn 


2-MeNM-4-rym 


1-Pip-(CH2)3 




1-1331 


3-L,!-rn 


2 -M e N ri -4- r ym 


1-Pip-(CH2)4 




1 - 1 332 


j-LI-rn 


2 - jvi e in n - 4 - r y m 


1 -IVi0r-L.ri2 


30 


1 - 1 333 


3-L l-r n 1 


2-IvieNri-4-rym 


1 -Mor-(L 02)2 




i 1 i i 1 
l - 1 334 


3-d-rn 


2-MeiNn-4-rym 


1 X /( / /~* T_T \ 

1 -Mor-(Cri2)3 




i 1 11 c 
1 - i 333 


3-L 1-rn 


2 - M e rs H -4 -r ym 


l-Mor-(CH2)4 


35 


1 - 1 33o 


3-L l-rn 


2 -M CiN H -4- P ym 


1 - 1 mor-L H: 




1 - I 33 / 


i pi du 
3-L, 1-rn 


2 - Me rs ri -4 - r ym 


1 -l mor-(CH:)2 




1 - I 33o 


1 PI PV» 
3-iwl-r n 


z - Ivi c IN ri - - r y m 


1 - 1 mor-(Cri2)3 


40 


1 1 110 

i - 1 33y 


1 PI PV» 
3-L l-r n 


2-lvieiNri-4-r ym 


1 - 1 mor-(Cri2)4 




1-1 JHV 


3-L.i-rn 


- ivic in ii r ym 


1 -r lz-Lri2 




1 - 1 34 1 


j-LI-rrl 


2-IViclNri-4-rym 


i r>, //^tj \ 
I -rlZ-(CH2)2 


45 


1 1 Id? 
1-1 3Hz 


1 pi pu 


l - ivi e in n r ym 


1 -rlZ-^L,ri2j3 




1 1 1A1 
1 - 1 3*43 


1 PI Din 
3-L 1-rn 


z - ivi e in rl -4— r ym 


4-iVie- I -r 1Z-(L H2;j 




1-1344 


vri-Ph 


^-MeMH-4-P\.Tn 

Z i'lt'l^ll J." *T- l > 1 1 1 


l r iz-^^n2 M 


SO 


1-1345 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1346 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Az.t 




1-1347 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


55 


1-1348 


3-CI-Ph 


2-McNH-4-Pym 


3-Pyrd 
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Compound 

No. 


R 1 








1-1349 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 


I 

I 

i 


1-1350 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pip 




l-i *M 




3-Cl-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1352 




3-Cl-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1353 


| 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




i-1354 


! 
! 
f 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) j 




1 1355 


! 


3-CI-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip J 


— 


1-1356 


j 

i 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip j 




1-1357 


j 


3-CI-Ph 


2-MeNH-4-P>in 


3-Hpip i 


j 


1-1 35S 


j 


3 -Cl-Ph 


2-MeNH-4-Pyni 


- 

l-Me-3-Hpip j 


1 


1-1359 


t 
i 
i 


3-CI-Ph 


2-McNH-4-Pym 


4-Hpip j 




1-1360 


! 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 


-1 

i 




1-1361 


i 

! 
| 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Mor i 




1-1362 


3-CI-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


1 




1-1363 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Tmor 






3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




1-1365 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz 




1-1366 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




l 


-1 JO/ 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Piz 




I 


-1368 


3-CI-Ph 


2-MeNH-4-Pym 


4-Pyr 




1 


-1369 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr 




1 


-1370 


3-Cl-Ph 


2-McN r H-4-P ym 


2-Pyr 




1 


-1371 

1 




-Cl-Ph 


2-MeNH-4-Pym 


4-Pym 




1 


-1372 | 


3-Cl-Ph 


2-MeNH-4-Pym 


5-Pym 




1 


-1373 j 


3-CI-Ph 


2-MeNH-4-Pym 


2-Pym 




I 


-1374 ! 

i 




-Cl-Ph 


7 -MeNH-4-Pvm 

— I'lViil l " 1 VIII 


3-Azt-CH 2 




I- 


-1375 ! 

i 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




I- 


1376 I 




-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




l- 


1377 j 


3-CI-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




1- 


1378 j 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 
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5 


Compound 

No. 


R 1 




j 

r3 ! 

i 




1 - 13 Jy 


j-tl-rn 


- ivi e in ri -4 - r ym 


1 K/lo ;1 Din TIJ. 

1 -Me-4-rip-Url2 j 

i 








2 - ivi e in n - 4 - r ym 


3-Mpip-L.M2 


10 


1 1 lOI 

l-l 381 


J-Cl-rn 


i - rvj e in ri - 4 - r ym 


i -ivic- j>-iipip-v^n 2 




I-13S2 


j>-Ci-Pn 


2-MelNri-4-rym 


4-ripip-Crl2 




1-1383 


3-Cl-Pn 


2-ivieJNH-4-rym 


1 -Me-4-Hpip-V^ ii2 


15 


1 1 "> O A 

1-1384 


3-Cl-Pn 


2-MeNH-4-Pym 


2-Mor-LH2 




1-1385 


o-Cl-Ph 


"> x 4 _ v T T T 4 r»_ 

2-MeNH-4-Pym 


1 -Me-2-Mor-LH; 




1 - 1 386 


.>-Cl-Ph 


2-McNH-4-Pym 


2-Tmor-CH2 


20 


1-1387 


j>-Cl-Pli 


2-MeNH-4-Pyrn 


1 -Mc-2-Tnior-LH: 




1-1388 


j>-Cl-Pn 


2-MeNH-4-Pyrn 


I-PIZ-CH2 




1-1 389 


^-Cl-Pn 


2-MeNH-4-Pym 


4-Me- 1 -P1Z-CH2 


25 


1-1390 

1 


3-Cl-Ph 


2-MeNH-4-Pym 


2-P12-CH2 




1-1391 

• 


3-Cl-Ph 


2-McNH-4-Pym 


a n« p^ t i 
4-PVT-CH2 




1-1392 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr-CH: 


30 


1-1393 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pyr-CH: 




1-1394 


:>-Cl-Pn 


2-MeNH-4-Pym 


4-Pym-CH2 




1-1395 


3-Cl-Ph 


2-McNH-4-Pym 


5-Pym-CH: 


35 


1-1396 


*^ P"»1 T^l_ 

j>-Cl-Pn 


2-MeNH-4-Pym 


2-Pym>CH: 




1-1397 


3-Cl-4-F-Ph 


4-Pyr 


H2N-(CH2)3 




1-1398 


3-Cl-4-F-Ph 


4-Pyr 


MeNti-(CH2)3 


40 


1-1399 


3-Cl-4-F-Pn 


4-Pyr 


p»\n i /pi 1 v 

EtNH-(Cri2)3 




1-1400 


3-LI-4-h-Fh 


4-Pyr 


\4 VT /r»T T \ 

MC2N-(CFi2)3 




1 1 Af\Y 

1-14U1 


*5 1°' 1 /i T7 DU 

3-Ll-4-r-rn 


4-Pyr 


1 A _« / PIT \ 

l-AZt-(LH2)3 




1 - 1 4UZ 


3-L.l-4-r-r n 


4-Pyr 


l-ryra-(CH2)3 




1 1 A f\1 

1 - 1 403 


1 PI A TT "DU 

3-Cl-4-F-Pn 


A TI. _ 

4-Pyr 


1 r> * ^ /pu \ 
1-P]p-(CH2)3 




1- I4U4 


3-L,l-4-r-rn 


A D* 

4-Pyr 


1 -Mor-(LH2)3 


50 


1-1405 


3-Cl-4-F-Ph 


4-Pyr* 


l-Tmor-(CH 2 )3 




1-1406 


3-C1-4-F-PH 


4-Pyr 


1-Piz-(CH 2 )3 




1-1407 


3.Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 )3 


55 


1-1408 


3-Cl-4-F-Ph 


4-Pyr 


3-Azt 



, 71 



BNSDOCID: <EP 107071 1A2_I_> 



EP 1 070 711 A2 



I — 

Compound 
No. 


R 1 




R 3 


i - 1 409 


j-li-4-r-rn 


4-Pyr 


l-Me-3-Azt 


1-1410 


l-Pl 4 P PK 


4-Pyr 


3-Pyrd 


1-141 1 




4-ryr 


l-Me-3-Pyrd 


1-1412 


P DK 


4-Pyr 


4-Pip 


1-141 

! Itl J 


T ri ,i r nu 


4-Pyr 


4-(3,4-deH-Pip) 


1-1414 


i pi j r nu 


4-Pyr 


I-Me-4-Pip 


1 -141 S 


1 pi a t: dl 


4-Pyr 


l-Me-4-(3 ? 4-dcH-Pip) 


1-1416 


^-L.l-4-r-rn 


4-Pyr 


l-Piz 


1 -141 7 


i pi tr nu 


4-Pyr 


4-Me-l-Piz 


1-141 SI 

1 141 O 




4-Pyr 


4-Pyr 




"3. pi ,i t~ ou 


4-Pyr 


3-Pyr 




o pi a t~ nu 


4-Pyr 


4-Pym ' 


1 - 147 1 




4-Pyr 


5-Pym 


] - 147? 


"2 pi 1 Tj- r>i 
-5-Cl-4-l"-Fh 


4-Pyr 


3-Pyrd-CH 2 


1 14?^ 
I - 1 -+Z J> 


"7 Pi A t? nu 

i-Ll-4-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


1 - 1474 




4-Pyr 


4-Pip-CH 2 


1 - MK 


7 pi ,i r nu 


4-Pyr 


l-Me-4-Pip-CH 2 


1-1476 

1-1 *rZ.O 




4-Pyr 


2-Piz-CH 2 


1 - 14">7 


1 Pl .1 T - TIL 


4-Pyr 


4-Pyr-CH: 


1 -147R 


"* P J yl T? nu 


4-Pyr 


3-Pyr-CH 2 


1-1429 


a Pl_zl L DU 

j-Ll-4-r-rn 


4-Pyr 


4-Pym-CH 2 


1 -141D 

i i *t j vy 


^ r^l /i c nu 


4-Pyr 


5-Pym-CH 2 


1-1411 


1_pi ,i r; nu 


4-Pyr 


2-Pym-CH 2 


1-1432 


^ 4 ^ ti-iP DU 


4-Pyr 


H 2 N-(CH 2 ) 3 


1-1433 


^ 4 ^ triP PK 


4-Pyr 


MeNH-(CH 2 ) 3 


1-1434 


3,4,5-triF-Ph 


4-Pyr 




1-1435 


3,4,5-triF-Ph 


4-Pyr 


Me 2 N-(CH 2 )j 


1-1436 


3,4,5-triF-Ph 


4-Pyr 


1-Azt-(CH 2 ), 


1-1437 


3,4,5-triF-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


1-1438 


3,4,5-triF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 
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5 


| 

Compound 

No. 

t 


R 1 


R" 


R 3 




1-14^9 1 


% 4 S-triF-Ph 

J 7 *T , It J 1 III 


4-P\T 
ryi 


1-Mor-rCH^i 




i . i Add 

I - I *T*TV | 


i 4 5-triF-Ph 

«J LI 11 1 11 


4-Pvr 
*+ ryi 


1 1 IliUI ^ V— 1 *■ 1 } * 


10 


1 . 1 441 


3 4 5-triF-Ph 


4-Pvr 

y 


l-Piz-(CH^)^ 




1 .1 44 *> 


^ 4 S-triF-Ph 

J ) ^ 1 J LI 11 1 11 


4-Pvr 
t ryi 


4-Me-l-Pi7-(CH^ 




1 1 AA1 


^ 4 S-triF-Ph 

«5,*T*J till * il 


4-Pvt 
n-ryr 




15 


1 1 AAA 


*i A ^.rriF-Ph 


4-Pvr 


1 -Me-l-Azt 

1 1V1V^ ^ / VZ,l 




1 - 1 4-4 3 


1 A ^ triF Ph 


4 Pvt 
•t-Jt yr 


j> i y i u 




J - 1 440 


1 A ^ triF-Ph 
3, 4 r,3-Lrir -ill 


4-Pvr 


1 -Me-^-Pvrd 


20 


1 \ AAH 


T ,1 C triF-Ph 

j,4,j-inr -i n 


4-Pvr 
*t-j yi 


4-Pin 
rip 




1 1 J/19 


T 4 < TriF-Ph 

3.4,3-inr-rii 


4-Pvr 
•+*r yi 




- 


1 1 AAO 
1 - 1 44V 


T. A S triF Ph 


4-Pvr 
H-r yi 


1 -Mp-4-Pin 


25 


I - I 43U 


7 >i c t riF pu 


4 Pvr 

yr 


t -lvi t--*+-\ j> ,*+-utn-rip ) 




1 - 143 1 


*j /I ^ rriF PH 

j,4,j-inr-rn 


4 Pvt 


1 -Pl7 




1 1 A^') 
1 - 1 43_ 


^ ,4 C triF Ph 


4 Pvr 
*+-r yr 


*▼ ivi c i -r iz 


■ 

30 


1 -1433 


1 A < triF Dh 

3,4,3-inr -rn 


4-ryT 


4«Pvrr 




J - i 434 


1 / <; triF Ph 


A P\rr 


3-1 yr 




1 i /1<C 
1 - I 4j3 


1 A ^ triP Ph 


A P\x 

■+-r yr 


A-P\/rri 

*+-x ym 


35 


J - 1 430 


i 4 C triF Ph 


4 Pv,t 1 

H-r yr 


ym 




J - 1 4 j / 


"5 A < triP Ph 


*+-r yT 


3-1 yTQ-L-ri2 




l - 1 430 


1 A < triF Ph 

3,4,3-inr -rn 


4 Pvr 

4-r yr 


i - ivi e- 3 - 1 yru -l. n ^ 


Af\ 

4U 


1 1 4SQ 


T A S triF.Ph 
3 j-inr -iii 


4-Pvr 

yi 


4 Pin frl. 




1 - I 40U 


"1 / < triF Ph 


4-Pvr 

*r i jrl 


1 -Mp-4-Pin-PH i 




1-1461 

1 • 1 *rU 1 


-l 4 S-triF-Ph 


4-Pvr 


ojpiy.ri-u 

^. ilZ.-\^ii2 ■ 


45 


1-146^ 


3 4 S -triF-Ph 

J 11 11 III 


4-Pyr 


4-Pyr_CH2 




1-1 46"* 


V4 S-triF-Ph 


4-Pvt 


^-Pvr-rH-* 

j-r y i-v_^ii2 




1-1464 


3,4,5-triF-Ph 


1 4-P\T 

1 ' 


4-Pym-CH; 


SO 


1-1465 


3,4,5-triF-Ph 


j4-Pyr 


5-Pym-CH: 




1-1466 


3,4,5-triF-Ph 


4-P>T 


2-Pym-CH: 




1-1467 


3-CF 3 -Ph 


1 4-P>T 


H 2 N-(CH 2 h 


55 


1-1468 


3-CFj-Ph 


|4-P>T ' 


MeNH-(CH 2 ) 3 
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I 

Compound j D | 

i 

No. | 


R 2 


R 3 


1-1469 j 3-CF 3 -Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


1-1470 ! 3-CF 3 -Ph 

i 


4-Pyr 


Me 2 N-(CH 2 ) 3 


1-1471 j 3-CF 3 -Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 


1-1472 1 3-CF 3 -Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


1-1473 | 3-CF 3 -Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


1-1474 1 3-CF 3 -Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 


1-1475 ! 3-CF 3 -Ph 

i 


4-Pyr 


l-Tmor-(CH 2 ) 3 


1-1476 , 3-CF 3 -Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


1-1477 | 3-CFj-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


1-1478 ! 3-CF.,-Ph 


4-Pyr 


3-Azt 


1-1479 j 3-CF 3 -Ph 


4-Pyr 


I-Me-3-Azt " 


1-1480 j 3-CF 3 -Ph 


4-Pyr 


3-Pyrd 


1-1481 , 3-CF 3 -Ph 


4-Pyr 


l-Me-3-Pyrd 


1-1482 ! 3-CF 3 -Ph 


4-Pyr 


4-Pip 


1-1483 j 3-CF 3 -Ph 


4-Pyr 


4-(3,4-deH-Pip) 


1-1484 ] 3-CF 3 -Ph 


4-Pyr 1 


l-Me-4-Pip 


1-1485 j 3-CF 3 -Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 


1-1486 ! 3-CF,-Ph 

1 


4-Pyr 


1-Piz 


1-1487 j 3-CF 3 -Ph 


4-Pyr 


4-Me-l-Piz 


1-1488 | 3-CF 3 -Ph 


4-Pyr 


4-Pyr 


1-1489 j 3-CF 3 -Ph 


4-Pyr 


3-Pyr 


1-14VU 


j 3-CF 3 -Ph 


4-Pyr 


4-Pym 


1-1491 


j 3-CF 3 -Ph 


4-Pyr 


5-Pym 


1-1492 


3-CF 3 -Ph 


4-Pyr 


3-Pyrd-CH 2 


1-1493 


3-CFj-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


1-1494 


3-CF 3 -Ph 


4-Pvr 


4-Pip-CH 2 


1-1495 


3-CF 3 -Ph 


4-Pyr 


l-Me-4-Pip-CH 2 


1-1496 


3-CFj-Ph 


4-Pyr 


2-Piz-CH 2 


1-1497 


3-CFj-Ph 


4-Pyr 


4-Pyr-CH 2 


1-1498 


3-CF 3 -Ph 


4-Pyr 


3-Pyr-CH 2 
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5 


Compound 

No. 


R 1 




1 




1- i^yy 


-j re, Ph 


d. Pvr 


*t-r yni-L n 2 . 




! - 1 3UU 




d. P\rr 

n-ryr 


jTyni-Lnj 


10 


1-1 3U I 


i re-,_PH. 


J. Pvr 


9-Pvm-PHi 

x. x jr 1 1 1 V— 1* 2 . 




1 - 1 j\J+ 


1 r ue r* pu 




U,XT /fU,\, 




1 1 


^ rue r\ pu 


d D\rr ' 

4-ryr 


iVlclN n - v ri 2 /3 


15 


1 - 1 3U4 




A D\t 

4-ryr 


CUN rt- ^ n 2 )} 




1-1 3U3 


i rue o pu 


A 

4-ryr 


Xyf « XT /pLIN, 




1 - 1 DUD 


^ rue r pu 
3-v_ rir 2 w-rn 


4-r yr 


I ' A -7t /PH,\v 


20 


1 - 1 >U / 


rur r pu 


4-iyr 


1 Di/r^ cpu^v 

1 -1 yro-^L, 112 )3 




I - 1 3Uo 


* rue ri pu 


1 Din- 


1 Pir-t /'PU \ 
1 -rip-^V^rl2/3 




I - 1 j\)y 




A Pirr 

4-r VT 


1 \/fy-*r /PU.\ 

1 -iVior-^L,ri2 )i 


25 


I - I J 1 U 


i rue ri pu 


A P\rr 

4- r yr 


1 Tmr\r /PU A, 




1 1 C 1 1 

1-131 1 


"i rue pu 


,1 p«» 
4-r yr 


1 Pi-r /PU \ 

1 -rlZ-(V^ 11 2/3 




1 - 1 3 1 ~ 


i rue r\ pu 


.1 Dtrr 

4-r VT 




30 




1 rur Ok du 


4-Pyr 


3-AZt 




1 1 s 1 /I 

1- 1 314 


1 put 0 du 
3-CH.r 2U-ril 


A Din- 

4-r yr 


l-IVje-3-AZt 




1-1313 




4-ryr 


3-r\T0 


35 


1 1 \ 1 A 




4-Pyr 


1 -ivie-3-r yrc 




1 1 < 1 "7 

1-131 / 


1 putt r\ PU 
3-v_rir 2U-rn 


-1 Din* 

4-ryr 


A D«*-* 




1 1 \1 o 


7 rue r\ pu 


4 Pi FT 

4-r yr 


4-(3,4-Cieri-rip j 


40 


1 1 CIO 

l- 1 3 iy 


7 rue pu 


A Dirr 

4-ryr 


1 Kyfza A Din 




1 - l 3ZU 


■> rue n x>u 


4-ryr 


1 \A r> A /7 A HaU PiT^^ 

I -lVlC— ,-t-uCrl - 1 1 p j 




1 1 O 1 
1-13/ i 


1 rue 0 pu 
3-^rir 2vJ-j n 


4-r yr 


1-rlZ 


45 


1 1 0"> 


j*Lnr 2*^ * U 


*+-r yr 


A \A^_ 1 .Pi 7 
*t-1V1C- 1 -1 1Z, 




1 1 

1-1 J 


< r*i4e,n ph 


d Pvr 

H-r yr 


A Pvrr 

4-ryr 




1-1524 


3-CHF->0-Ph 


4-Pvt 

y 


3-Pyr 


SO 


1-1525 


3-CHF 2 0-Ph 


4-Pyr 


4-Pym 




1-1526 


3-CHF 2 0-Ph 


4-Pyr 


5-Pym 




1-1527 


3-CHF 2 0-Ph 


j 4-Pyr 


3-Pyrd-CH 2 


55 


1-1528 


3-CHF 2 0-Ph 


4-P>T 


l-Me-3-Pyrd-CH 2 
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| f 

Compound j D i 
I K 

No. j 




R 3 


I-1529 


3-CHF : 0-Ph 


4-Pyr 


4-Pip-CH 2 


1-1530 


3-CHF : 0-Ph 


4-P.VT 


l-Me-4-Pip-CH 2 


1-1531 


! 3-CHF : 0-Ph 


4-Pyr 


2-Piz-CH 2 


1-1532 


j 3-CHF:0-Ph 


4-Pyr 


4-Pyr-CH 2 


1-1533 


3-CHF : 0-Ph 


4-Pyr 


3-Pyr-CH 2 


1-1534 


3-CHF : 0-Ph 


j 4 - p y 


4-Pym-CH: 


1-1535 


3-CHF : 0-Ph 


4-Pyr 


5-Pym-CH 2 


1-1536 


3-CHF : 0-Ph 


4-Pyr 


2-Pym-CH 2 


1-1537 


3-Cl-4-F-Ph 


2-NH,-4-Pym 


H 2 N-(CH 2 ) 3 


1-1538 


| 3-Cl-4-F-Ph 

1 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 


1-1539 


3-Cl-4-F-Ph 


2-NH r 4-Pym 


EtNH-(CH 2 ) 3 


1-1540 


3-Cl-4-F-Ph 


2-NH,-4-Pym 


Me 2 N-(CH 2 ) 3 


1-1541 1 3-CM-F-Ph 


2-NH ; -4-Pym 


1-Azt-(CH 2 ) 3 


1-1542 j 3-CM-F-Ph 


2-NH,-4-Pym 


1-Pyrd-(CH 2 ) 3 


1-1543 | 3-Cl-4-F-Ph 

i 


2-NH : -4-Pym 


1-Pip-(CH 2 ) 3 


1-1544 j 3-Cl-4-F-Ph 

i 


2-NH ; -4-Pym 


I-Mor-(CH 2 ) : < 


1-1545 j 3-Cl-4-F-Ph 


2-NH2-4-Pym 


l-Tmor-(CH 2 ) 3 


1-1546 | 3-Cl-4-F-Ph 


2-NH;-4-P>TO 


1-Piz-(CH 2 ) 3 


1-1547 j 3-Cl-4-F-Ph 

i 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


1-1548 j 3-Cl-4-F-Ph 

i 


2-NH 2 -4-Pym 


3-Azt 


1-1549 i 3-Cl-4-F-Ph 

i 


2-NH>-4-Pym 


l-Me-3-Azt 


1-1550 | 3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd 


1-1551 | 3-Cl-4-F-Ph 


2-NH ; -4-Pym 


1-Me-3-Pyrd 


1-1552 j 3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pip 


1-1553 j 3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 


1-1554 | 
1 


3-Cl-4-F-Ph 




l-Me-4-Pip 


1-1555 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 


1-1556 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


1-1557 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


1-1558 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 
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Compound 


R ! 




R ; 


5 


JNO. 


I 






1-1559 


j -J V-' 1 *T 1 111 


— . i >i n j-*t~r y in 


^ Pvr 




1-1560 


i 3-Cl-4-F-Ph 


7-KTH -,-4-Pvm 
i>n 2"*+"i _y ii i 


i.pvm 
*4-r ym 


10 


1-1561 


! 3-Cl-4-F-Ph 




S-Pvm 
•j x y in 




1-1562 


3-C1-4-F-PH 


2-NTH-.-4.Pvm 

i>(ii2 *t r yui 


j r yi u -v^n.2 




1-1 563 
i i j \jj 


VPI-4-F-Ph 

i 




i -iv ic- j-r yiu-v— r»2 


15 


1-1 564 






4 Pin PH, 




1 - 1 565 


*;-Pi.4-F Ph 








1 - 1 *tf\(\ 

I - 1 JUU 


3-ri-4-F-Ph 


7 KFT-T, A P\rm 

z - in n 2*^-1 ym 


7 Piv r^u 


on 


1 -1 5ft* 7 


^-Pl-d-F-Ph 


7_KTTJ 1 Pvm-i 
— IN il 2 "■t-l vill 


a v>\rr r*\-i 
yr-L.112 




l - 1 56R 




7 KTH^ A Pv-m 

-i- in ri2 H-r ym 


1 Pvrr r*T4 

j -r yr-L. ri 2 




1 - 1 56Q 


^-Pl-4-F-Ph 

_» V_ 1 — *TTl -111 


i'lNn 2^i vii 1 




25 


1*1 J / V 




in n r yrn 






1 -1 571 


->-v~ i-4-r-rn 


z-iNri2~ £ t-r yrn 


z-ryrn-uri2 






jjHjj-inr-rn 


-i- rs in 2~*+-r yni 


U XT //^U \ 


30 


1 1 57^ 


*2 /I c t ?-iP Ph 


-i-rsrl2*4-rym 


MeNH-(CH2b 




1 1 S74 
1*1 j /*+ 


; 4 C 4nC DU 


^ - 1> n 2-H- r ym 


tlNn-(Cri2)3 




1 1 57^ 


"2 /i < triF Ph 

-> ,4,j'inr-rn 


*i - r> ri > - *+ - r yrn 


XX. XT /r^TJ \ 

lvie2lN-(L.ri2;3 


Jo 


1-1576 


; 4 ; triF Ph 


7 NTH* A Pirm 

s - in ri 2-4- r ym 


1 -AZt-^Cri 2 )3 




1-1 577 


^ 4 ^.tnT Ph 


^- n rt2--4-r ym 


I-ryra-(Cri2)3 




1-1 57K 


3 4 S_1riF-Ph 


^-iNri2--4-r ym 


1 -r1p-(L-H2)3 


40 


1-1 579 


1 4 S-triF-Ph 


z - in n 2 -*r - r ym 


l-IVlOr-(Lri2)3 i 




1-1580 


3 4 S_triF-Ph 


z-iNiJ2--4-r ym 


1 - 1 mor-(CH 2 )3 




1-1581 


3 4 5-triF-Ph 

-J t *t,«j — ll |l — i 11 


7 . \TH -4 - P vm 
- 1 n n 2 -4- 1 yri i 


1 p: \ 


45 


1-1582 


3 4 5-triF-Ph 

J ' 11 11 A 11 


- ; > ri 2 " r Y 1 1 1 


-4-iVie- 1 -r 1Z-\V^ ri 2 )3 




1-1583 


3 4 5-triF-Ph 


7.\rH- t -4-Pvm 
*- - ! > n 2 " r yi 1 1 


^ A 71 

->-/\Zl 




1-1584 


3,4,5 r triF-Ph 


2-NH2-4-Pym 


l-Me-3-Azt 


50 


1-1585 


3,4,5-triF-Ph 


2-NH 2 -4-Pyn) 


3-Pyrd 




1-1586 


3,4,5-triF-Ph 


2-XH 2 -4-Pym 


l-Me-3-Pyrd 




1-1587 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pip. 


55 


1-1588 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 
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• 

Compound 

! 


R ! 




! R 3 


! J - J DoV 


3.4.5-triF-Ph 


2-NH 2 -4-Pym 


! l-Me-4-Pip 


1 i nQH 


3.4.5-triF-Ph ! 


2-NH : -4-Pym 


; l-Me-4-(3,4-deH-Pip) 


1 - i J7 1 


3,4,5-triF-Ph 


1 


2-NH : -4-P\7n 


j 1-Piz 




3,4.5-triF-Ph 


I 


2-NH 2 -4-Pym 


j 4-Me-l-Piz 


1 1 sQ"J 
1 - 1 J VJ 


3.4.5-triF-Ph 


1 


2-NH 2 -4-Pyni 


i 4-Pyr 


1 1 sQ 1 


3,4.5-triF-Ph 




2-NH : -4-Pym 


; 3-Pyr 


1 1 CfIC 

J -I 39!) 


3,4.5-tnF-Ph 




2-NH 2 -4-Pym 


! 4-Pym 


1 1 ^QA 


3,4,5-tnF-Ph 


! 


2-NH 2 -4-Pym 


j 5-Pym 


i i <n*7 
J - 1 2>y / 


3,4,5-triF-Ph 


1 


2-NH,-4-Pym 


j 3-Pyrd-CH 2 

I 


1 1 \OC 

J - 1 jyc 


3.4.5-triF-Ph 


i 


2-NH 2 -4-Pym 


| 1 -Me-3-Pyrd-CH 2 


1 1 ^GG 

J - I j yy 


3,4.5-triF-Ph 


| 


2-NH 2 -4-Pym 


j 4-Pip-CH 2 


l i Ann 


3,4,5-triF-Ph 


j 


2-NH 2 -4-Pym 


| l-Me-4-Pip-CH: 


1 - l OU 1 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


j 2-Piz-CH 2 


I-IOUJ 


3,4.5-triF-Ph 




2-NH 2 -4-Pym 


! 4-Pyr-CH; 


■ l i Am 

! i i r\ /i 


3.4.5-triF-Ph 


! 2-NH 2 -4-Pym 


! 3-Pyr-CH, 


• J - 1 OU«4 

1 


3,4,5-triF-Ph 


! 2-NH 2 -4-P>7n 


! 4-Pym-CH 2 




3,4.5-triF-Ph 


1 2-NH 2 -4-Pym 


1 5-Pym-CH, 


1 1 AHA 
1 - 1 DUO 

1 


3,4,5-triF-Ph 


| 2-NH 2 -4-Pym 


j 2-Pym-CH 2 


1 1 AHT 

1 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


j H 2 N-(CH 2 ) 3 


; 1 1AAG 
1 1-1 OU6 

i 

! 


3-CF,-Ph 


■ 2-NH 2 -4-Pym 


, MeNH-(CH 2 ) 3 


; 1-1 OVj 


3-CF 3 -Ph 


; i 


,-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


1 1 A 1 n 
I - I 0 1 U 


3-CF 3 -Ph 


2 


-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 


1 -1 A1 1 
1-101 1 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 


1 - 1 A1 1 


3-CF 3 -Ph 


2 


-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


1 - 1 U 1 J 


3-CF 3 -Ph 


2 


-NH 2 -4-Pym 


1-Pip-(CH : ) 3 


1-1614 


3-CFj-Ph 


2 


-NH 2 -4-Pym 




1-1615 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


1-1616 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 


1-1617 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-Mc-l-Piz-(CH 2 ) 3 


1-1618 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Azt 
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5 


Compound 
No. 


R 1 R : 


R 5 




1 1 U 1 7 


3-CF,-Ph 


2-NH 2 -4-Pym 


1 -Me- VA7t 




1 -1 f\">(\ 


3-CF,-Ph. 


2-NH 2 -4-Pym ■ 




10 


1 - 1 h ~> 1 

J 1 1 


3-CFj-Ph 


2-NH : -4-Pym • 


1 -Me-3-Pvrd 

1 I'lW J 1 viva- 




1 - i VJ — _ 


3-CFj-Ph 


2-NH;-4-Pym 


4-Pin 




1 1 f% "> 7 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-H 4-rieH-Pin> 


15 


1 1 f0A 


3-CF,-Ph ! 2-NH : -4-P>in 


1 -Mp-A-Pin 




1 • ID..' 


3-CF r Ph 1 


2-NH : -4-Pym 


1-Mp.4.f^ A-HpH-Pin'l 
i -jvic-**-^ j,*+-ucn*r i \J ) 




1 1 f\ "> A 


3-CF,-Ph ! 


2-NH 2 -4-Pym 


J -rlZ 


20 


J - I o_ / 


3-CFj-Ph 


2-NH : -4-Pym 


-+-JV1C- 1 -I IZ 




1 1 

I - I 0_ o 


3-CFj-Ph 


2-NH : -4-Pym 


4 Pvrr 

4-ryr 




: - ID-7 


3-CFj-Ph 


2-NH 2 -4-Pym ■ 


i.p VT • 
.> - r yr 


25 


1 1 A 1 f » 
! - 1 Oj>m 


3-CF ? -Ph 


2-NH 2 -4-Pym 


r ym 


- 


; 1 f\ "X 1 
! - 1 0 J* I 


3-CF?-Ph 


2-NH 2 -4-Pym 


C D\rm 




i-lOJ- 


3-CF?-Ph 


2-NH 2 -4-Pym 


j'r)TQ"vri2 


.... 
30 


1 - 1 D J> .? 


3-CF,-Ph 


2-NH 2 -4-Pym 


i -ivie- j-r)Ta-L n 2 






3-CFj-Ph 


2~NH 2 -4-Pym 


*f-r ip-v_ 112 


-- 




3-CFj-Ph 


2-NH : -4-P>in 


1 \4n A Pin f^T-I 






3-CF,-Ph 


2-NH 2 -4-Pym 


i Pi? rw, 
z-r iz-v_ri2 


• 


1 1 (\ 7 7 


3-CFj-Ph 


2-NH 2 -4-Pym 


A Pv-r f^W.. 

112 




1 1 n7S 


3-CFj-Ph 


2-NH 2 -4-Pym 


^ Pvr PH. 


JO 
H U 


1 - 1 /S7Q 


3-CFs-Ph 


2-NH 2 -4-Pym 


H—r y in v_ n 2 






3-CFj-Ph 


2-NH 2 -4-Pynv 






11 W*T 1 


3-CF>-Ph 


2-NH 2 -4-P>m 


z r j 1 ii~v^ ri 2 


45 


I -164? 

II Uti. 


3-CHF 2 0-Ph 


2-NH-4-P>tti 


n 2^ \^ i*2)l 




1-1 64^ 


3-CHF ; 0-Ph 


2-NH 2 -4-Pym 


1 vi c 1 x 11 \ v_- ri 2 )i 




1-1644 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


EtNH-(CH->^ 


50 


1-1645 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




1-1646 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




1-1647 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


1-164S 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 
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Compound 

No. 


R* 


R- 


R 3 


I-1649 


3-CHF : 0-Ph 


2-NH 2 -4-Pvm 


l-Mor-(CH 2 h 


I-1650 


3-CKF 2 0-Ph | 2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


1-1651 3-CHF 2 0-Ph 




1-Piz-(CH : ), 


1-1652 


3-CHF->0-Ph 


~-l>n2~4-rym 


4-Me-l-Piz-(CH 2 ) } 


1-1653 


3-CHF-»O.Ph 


V "TT_T 4 

2-NH2-4-P\Tn 


3-Azt 


1-1654 


3-CHF-.0-Ph 


J-NH 2 -4-Pym 


l-Me-3-A2t 


1-1655 


^ -PI-TP. P> pu 


O \TT I A T\ 

i-NH2-4-Pym 


3-Pyrd 


1-3656 




2-NH2-4-Pym 


l-Me-3-Pyrd 


1-1657 




2-NH 2 -4-Pym 


4-Pip 


1-1658 




2-NH : -4-Pym 


4-(3 ( 4-deH-Pip) 


1-1659 




2-NH:-4-Pym 


l-Me-4-Pip 


1 - 1 660 




2-KH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 


1-1661 


3-CHF 2 0-Ph 


*\ X T T 4 T\ 

2-NH2-4-Pym 


1-Piz 


1-1662 


3-CHF 2 0-Ph 


2-NH : -4-Pym 


4-Me-l-Piz 


1-1663 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pyr 


1-1664 ! 

f 


3-CHF 2 0-Ph 


2-NH : -4-Pym 


3-Pyr 


1-1665 ! 


3-CHF 2 0-Ph 


2-NH2-4-P\Tn 


4-Pym 


1-1666 ! 


3-CHF 2 0-Ph 




5-Pym 


1-1667 | 


3-CHF 2 0-Ph 


Z - IN ri 2 - 4 - r vm 


3-Pyrd-CH 2 | 


1-1668 | 

t 


3-CHF 2 0-Ph 


0 N7PJ A Dirrr, 

— - 1 N ri 2 -4 - r ym 


l-Mc-3-Pyrd-CH 2 


1-1669 ! 


3-CHF 2 0-Ph 


2-NH 2 -4-Pvm 


4-Pip-CH 2 


1-1670 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


1-16/1 j 3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 


1-1672 j 3-CHF.O-Ph 

i 


2-NH 2 -4-Pym 


4-Pyr-CH 2 


1-1673 | 3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH, 


1-1674 | 3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 


1-1675 J 3-CHF 2 OPh 


2-NH 2 -4-Pym 


5-Pym-CH 2 


1-1676 j 3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


1-1677 j 3-Cl-4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 


1-1678 3-Cl-4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




1-1679 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 ! 




1-1680 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 >3 


10 


1-1681 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH : ) 3 




1-1682 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 >3 




1-16S3 


3-Cl-4-F-Ph 


2-MeNH-4-Pyrn 


1-Pip-(CH 2 ) 3 


15 


1-1684 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 b 




1-1685 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 b 




1-1686 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Piz-(CH 2 h 


20 


1-1687 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1688 


3-Cl-4-F-Ph 


2-MeNH-4-Pym . 


3-Azt 




1-1689 


3-Ci-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 
__ — 1 


25 


1-1690 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1691 


3-Cl-4-F-Ph 


2-MeNH-4«Pym 


l-Me-3-Pyrd 




1-1692 


3-CM-F-Ph 


2-MeNH-4-Pym 


4-Pip 


30 


1-1693 


3-CM-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1694 


3-CI-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




1-1695 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-dcH-Pip) 


35 


1-1696 


3-CM-F-Ph 


2-MeNH-4-Pym 


1-Piz 




1-1697 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Mc-l-Piz 




1-1698 


3-CM-F-Ph 


2-MeNH-4-Pym 


4-Pyr 


40 


1-1699 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyr 




1-1700 


3-CM-F-Ph 


2-MeNH-4-Pym 


4-Pym 




1-1701 


3-C1-4-F-PH 


2-MeNH-4-Pym 


5-Pym 


45 


1-1702 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1703 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




l-l /U4 


i-LI-4-r-Pn 


2-MeNH-4-rym 


4-Pip-CH 2 


50 


1-1705 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1706 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1707 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 


55 


1-1708 


3-Ci-4-F-Ph 


2-MeKH-4-Pym 


3-Pyr-CH 2 
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i 

1 Compound 


R 1 




1 

R"' 

i 


1 


5 


1 No. 
i 






! 

i 




j J - 1 /(Jy 


3-L 1-4-F-Ph 


: 2-MeN~H-4-Pym 


: 4-Pym-CH : 






| 1 - 1 / 1 () 


3-CM-F-Ph 


; 2-MeNH-4-Pym 


! 5-Pym-CH 2 




10 


. 1 1 "7 1 1 

; 1-1/11 


3-Cl-4-F-Ph 


j 2-MeNH-4-Pym 


j 2-Pym-CH : 






I - 1 1 J 


3,4.5-triF-Ph 


, 2-MeNH-4-Pym 


; H 2 N-(CH 2 ) 3 






1-1 / 1 j 


3.4,5-triF-Ph 


. 2-MeNH-4-Pyrn 


j MeNH-(CH : ) 3 




75 


1 - j ■• 1 4 


3.4.5-triF-Ph 


; 2-MeN T H-4-Pyrn 


! EtNH-(CH 2 ) 3 






1 - 1 7 1 5 

i 


| 3 ; 4,5-triF-Ph 


2-MeNH-4-Pym 


j Me 2 N-(CH 2 ) 3 






1 - 1 ' 1 0 


3.4.5-triF-Ph 


; 2-MeNH-4-Pym 


j 1-Azt-(CH 2 ) 3 






; 1 - 1 V 1 7 


j 3.4 ? 5-triF-Ph 


; 2-McNH-4-Pym 


1-Pyrd-(CH 2 ) 3 




■ 1 1 T 1 O 
' 1 - 1 ' 1 b 


j 3.4.5-triF-Ph 


; 2-MeNH-4-Pym 


! 1-Pip-(CH 2 ) 3 






| 1-17)9 

! 


| 3.4.5-triF-Ph 


; 2-MeNH-4-Pym 


j l-Mor-(CH 2 ) 3 




25 


' 1 - 1 /2U 


3.4 s 5-triF-Ph 


: 2-McNH-4-Pym 


i l-Tmor-(CH 2 ) 3 






1 1-1/21 


3.4,5-triF-Ph 


2-MeNH-4-Pym 


| 1-Piz-(CH 2 ) 3 






1-1 / 22 


3A5-triF-Ph 


! 2-MeNH-4-Pym 


j 4-Me-l-Piz-(CH 2 ) 3 




30 


1 - 1 723 


3.4.5-triF-Ph 


! 2-MeNH-4-Pym 


1 3-Azt 

i 






J - 1 724 


3,4.5-tnF-Ph 


; 2-MeNH-4-Pym 


! l-Me-3-Azt 






1 - 1 /2!) 

i 


3.4,5-triF-Ph 


j 2-McNH-4-Pym 


I 3-P>Td 

1 




35 


1 -1 72o 


3.4,5-tnF-Ph 


; 2-MeNH-4-Pym 


: l-Me-3-Pyrd 




1 1 "7 ~\ 1 

1 -1 727 


3,4,5-triF-Ph 


j 2-MeNH-4-Pym 


4-Pip 




I - 1 72a 


3,4,5-triF-Ph 


j 2-MeNH-4-Pym 


4-(3AdeH-Pip) 


1-1 /2v 


3,4,5-triF-Ph 


! 2-MeNH-4-Pym 


l-Me-4-Pip 




1-1730 


3,4 ? 5-triF-Ph 


j 2-McNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


i 


1-1731 


3.4.5-triF-Ph 


; 2-MeNH-4-Pym 


1-Piz 


\ 


1-1732 


3,4,5-tnF-Ph 


; 2-MeNH-4-Pym 


4-Me-l-Piz 


i 


1-1733 


3,4,5-triF-Ph 


| 2-MeNH-4-Pym 


4-P>t 


1-1734 


3,4,5-triF-Ph 


1 7-MeKH-4-Pvm 


3-P>T 


50 j 

r 


1-1735 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pym 


1 1-1736 


3.4.5-triF-Ph 


2-MeNH-4-Pym 


5-Pym 


j 1-1737 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 


55 I 1-1738 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


1-Me-3-Pyrd-CH 2 
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5 


Compound 

No. 


R 1 


R- 


— , 

j 




1 1 77Q 

1-1 / J7 


7 4 S-tnF.PK 




4.Pin-fH- 




1 1 7API 


7 A ^ triP Ph 


7-X^p-X'T-l A.Pvm 




10 


1 1 7 A 1 
I - I /HI 


7 4 S-tHF-Ph 




It, vil] 1 




1 1 7.1? 
1 - 1 /-+Z 


7 A ^-triF-Ph 


7-M^KTH .i.Pvm 


4-PvT-fH") ! 
■t r ji ; 

i 




1 1 7A7 


7 A ^ triP Ph 

o,*f ,j-inr-r n 


? VI^KT-l A Pvm 


r Pvr fH, ! 

I 


15 


1 17 44 
I - I /44 


•2 a < rHP PU 


7 NtI^KT-J A Pvm 


A Pvm PH-* 




1 1 "7 A ^ 

1 - 1 /4_> 


7 *i triP DU 


«£ - ivie in ii - r ym 


j-ryrn-v^ri2 ! 


- 


1 - 1 /4o 


7 A < ♦<r-iP 


/ - ivi eiN ri -4 - r ym 


7 D«r»v« /^LT ) 

z-r ym-Cri2 




1-1 /4 / 


7 pp pu 


7 A/f c»XTT4 A T>\rm 

z. - ivi e in ri -4 - r ym 


ri2iN-(Cri2;3 




1 1 7 /I o 

1 - 1 /4o 




z- ivie in ri - r ym 


ivieiN ri-(L-ii2 J3 




t - I /4y 


7 pp pu 


? \yt<aKIT4 A Pvm 

z - y\ cin ri -4 - r ym 


CI IN ti-^ri2 ^3 




1-1 /z>u 


7 r^c DK 


z - ivi e in m - r ym 


IVI £2 IN "2 )2 




1-1 / j 1 




7 \/d-»KTTJ A D\rm 

z - :MC1N ri -4 - r ym 


1 -AZi-( > L.ri2;3 




1 1 1 ^ 7 
1-1 


7 r^ir du 
3-rn 


Z - ivi e in rl -4 - r ym 


1 -r yTQ-^rbji 


30 


1 1 "7 C "2 

l-l /ro 


1 r^tr du 


z-MeNH-4-rym 


1 D* M /pn \ 




l-l / j4 


7 pp du 

3-rn 


z - MeiN ri -4 - r ym 


1 -ivior-(L 112)3 




1 1 *7 < ^ 


7 /~*rr du 


-i-iViciNri-4-r ym 


1 - 1 mor-(Cri2)3 


35 


1 - 1 /DO 


7 PC DU 


z-MeiNn-4-rym 


I -riz-vCH2)3 




1 17^7 
l-l / D / 


7 pp pu 


z - ivi e in ri - 4 - r ym 


4-jVie- 1 -rlZ-(L 112)3 




1-1 / Do 


7 PP DU 


z - iM e in m -4 - r ym 


7 A •** 

3- Azt 


40 


1 1 7%Q 

I - 1 / jy 


7 pp DU ^ 


z - rvi e in ri -4 - r ym 


l -Me-3-Azt 




1 - 1 / OU 


7 /t du 


z - ivi c in rl - 4 - r ym 


3-ryrd 




1 17A1 
l-l /Ol 


7 pp. pu . 


z - rvi eiN ri -4- r ym 


1 -ivie- j-r yru 


45 


1 il 7^7 


7 PF* Ph 


7 VI^XH-T 4 P\/m 

z-*vici> n-*T-r ym 


A Pit-* 




1-1 lfil 

1 - I / Oj 


7 pp_pu 
-3 -v^, "3*111 


7 M^XIW.A Pvm 






1-1764 


3-CF3-P11 


^-MeNH-4-Pvm 

-TAWlilL » 1 Till 


l-Me-4-Pin 


50 


1-1765 


3-CFj-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1766 


3-CFj-Ph 


2-McNH-4-Pym 


1-Piz 




1-1767 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 


55 


1-1768 


3-CFj-Ph 


2-MeNH-4-Pym 


4-Pyr: 
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! 

Compound | 

No. | 




t 


1 - J 769 j>'CF; t -Ph 


2-MeNH-4-Pym 


3-Pyr ! 


1-1770 j-CF;.-Ph 


2-MeNH-4-Pym 


4-Pym 


1-1771 |3-CF 3 -Ph 


2-MeNH-4-Pym 


5-Pym 


1-1772 I 3-CFj-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 


1-1773 1 3-CF,-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


1-1774 ! 3-CF : ,-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 


1-1775 3-CF ; .-Ph 2-MeNH-4-Pym 


l-Me-4.Pip-CH 2 


1-1776 , 3-CF ; ,-Ph 


2-MeNH-4-Pvm 


2-Piz-CH: 


1-1777 ; 3-CF : ,-Ph 


2-MeNH-4-Pvm 


4-Pyr-CH 2 


1-1778 , 3-CF ; -Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


1-1779 | 3-CFj-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 


1-1780 i 3-CFj-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


1-178! : 3-CF.,-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 


1-1782 | 3-CHF 2 0-Ph 


2-MeNH-4-Pym 


H 2 N-<CH 2 ) 3 


1-1783 j 3-CHF 2 0-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 h 


1-1784 ; 3-CHF 2 0-Ph 

. ■ i 


2-MeNH-4-Pym 


EtNH-(CH 2 )j 


1-1785 j 3-CHF 2 0-Ph 


2-MeNH-4-Pyrn 


Me 2 N-(CH 2 ) 3 


1-1786 | 3-CHF 2 0-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 


1-1787 j 3-CHF 2 0-Ph 


2-MeNH-4-Pym 


1 -Pyrd-( CH 2 h 


1-1788 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


UPip-(CH 2 ) 3 


1-1789 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


NMor-(CH 2 ) 3 


1-1790 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 


1-1791 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


I-Piz-(CH 2 ) 3 


1-1792 


3-CHF 2 0-Ph j 2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


1-1793 


3-CHF 2 0-Ph j 2-MeNH-4-Pym 


3-Azt 


1-1794 


3-CHF 2 0-Ph | 2-MeNH-4-Pym 


1 -Me-J-Azt 


1-1795 


3-CHF 2 OPh | 2-MeNH-4-Pym 


3-Pyrd 


1-1796 


3-CHF 2 0-Ph j 2-MeNH-4-Pym 


l-Me-3-Pyrd 


1-1797 


3-CHF 2 Q-Ph 


2-MeNH-4-Pym 


4-Pip 


1-1798 


3-CHF 2 0-Ph 2-MeNH-4-Pym 


4-(3,4-dcH-Pip) 
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I 

5 

i 


Compound 
No. 


R 1 




R 3 




1 1 7O0 
! - 1 fyy 


J-L. n r lU-iil 


z - rvic in o r ym 


1 Up A V>\r\ 

I - •vic-4-r ip 


} 


1 1 Qf\Ci 


.3-1.. ri r 2v'" » n 


Z-JVlClN n 


1 -IVlc-4-^.3,4-Qcr1-ripj 




1 - 1 oil I 




z - jvl e i n n -*f - r ym 


1 .Pit 

l -r iz 




I - 1 oUZ 


rir 2vJ~i n 


z - ivi e in m -4 - r ym 


4-ivre- 1 -r lz 




1 1 CAl 

i - 1 oUi 


7 r'Tje pu 


Z-MeiNri -4-rym 


4-r yr 


15 


I - 1 oU4 


j-lnr n 


Z-MeiNri -4-rym 


1 X>\rr 

j>-ryr 




i i one 


"2 r^uxr O PU 


Z - M e IN ri -4-r ym 


A p. _ _ 

4-rym 




1 1 CAX 

1 - lttUo 


t r^T-Tcr r\ pu 


1 - M e IN ri -4 - r ym 


j-ryrri 


20 


i i om 
1 - 1 b\) / 


"5 /^TJTT C\ DU 


Z-MefNri -4-rym 


3-ryrd-Cri2 




1 1 OA? 

1 - 1 oUo 


"2 f^T-JT O DU 

3-L.rir2vJ-rn 


z-MeiNri -4-rym 


i -ivie-3-r yrci-L H2 




i i cno 

l- 1 ouy 




z- ivie in ri -*t- r ym 


4-rlp-v^ri2 


25 


1 1CIA 

1 - 1 o 1 U 




z - ivi c in ri -4 - r ym 


l-Me-4-rlp-Cri2 




1 10 11 
1 - I Oi 1 




z-MeiNri -4-rym 


Z-rlZ-V_rl2 


■ 


1 ion 
I- 1 o lz 


3-Urir2<J-rn 


Z-MeiNri -4-rym 


A D»i^- r^u 

4-ryr-Cri: 


30 


1 1 C 1 1 




Z-MC [N ri -4-rym 


3-ryT-L-rl2 


- 


1 1 OH 

1- 15 1 4 




Z-MeiNH -4-rym 


4-rym-Cri2 




1 1 PK 
1 - 1 O 1 J 


i puc r\ pu 
J-L. rir 2LJ-r n 


Z-MCINrl -4-rym 


j-rym-L H2 


or 

JO 


1 1 0 1 X 


t rur pu 
i-LHriU-rn 


i-MeNH -4-rym 


i-rym-LH^ 




1 1 CI 7 
1 - 1 O 1 / 


PU 

rn 


Z-Nri2-4-ryr 


H2N-(Cri2)3 




1 1 0 1 Q 
I - I O I O 


PU 

rn 


Z-iN ri2-4-ryr 


MeNri-(Cri2)3 


40 


1 1C1Q 


DU 

rn 


Z-iN ri 2 -4-r yr 


r,V[TJ / /->tt \ 




i i on 

l - i OZU 


DU 

rn 


Z-r>ri2"4-ryT 


Me2N-(LH2)3 




l - 1 6Z 1 


DU 


ZIN ri2 _ 4-r yr 


l-Azt-(Cri2)3 


45 


1 1 R7"> 
1 - 1 OZZ 


PU 

rn 


z-rNri2-4-r yr 


l-ryTa-(Cn2j3 




1 1 ft 7 
1 - 1 oZj 


PU 

rn 


Z-rsri2-4-ryr 


i Pi^ /ru \ 






Ph 


*>-NH->-4-Pvr 

4» l N I J 2 ~ I Jl 


l -ivivJI y iT2 /3 


SO 


1-1825 


Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 )3 




1-1826 


Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 




1-1827 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 


1-1828 


Ph 


2-NH 2 -4-P.yr 


3-Azt • 
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| Compound 

I No. 


R 1 

rv 


D : 
R 


1 

R" 


1 - 1 829 


Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 


1-1830 


Ph 


2-NH-4-Pyr 

l 


3-Pyrd 


1-1831 


Ph 


| 2-NH 2 -4-Pyr 


l-Me-3-P>Td 


1-1832 


Ph 


2-NH 2 -4-P>t 


4-Pip 


1-1833 


Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 


1 1-1834 

i 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 


| 1-1835 

j 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 


1 1-1836 

i 


Ph 


2-NH 2 -4-Pyr 


I-Piz 


; 1-1837 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


; 1-1838 


Ph 


2-NH 2 -4-P>t 


j 4-Pyr 


. 1-1839 


Ph 


2-NH 2 -4-P>t 


j 3-Pyr 


i 1-1840 


"Ph 1 


2-NH 2 -4-P>t 


| 4-Pym 


! 1-1841 


Ph 


2-NH 2 -4-Pyr 


5-Pym 


i 1-1842 


Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


j 1-1843 


Ph 


2-NH 2 -4-Pyr 


I-Me-3-Pyrd-CH 2 


i 1-1844 


Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 


; 1-1845 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 


; 1-1846 


Ph 


2-NH 2 -4-Pvt 


2-Piz-CH 2 


1-1847 


Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 


1-1848 


Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 


1-1849 


Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 


1-1850 


Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 ' 


1-1851 


Ph 


2-NH 2 -4-Pyr | 


2-Pym-CH 2 


1-1852 


4-F-Ph 


2-NH 2 -4-P>t 


H 2 N-(CH 2 ) 3 


| 1-1853 


4-F-Ph j 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 


| 1-1854 

1 


4-F-Ph 

i 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 


| 1-1855 


4-F-Ph ! 

i 


2-NH 2 -4-P>t 


Me 2 N-(CH 2 ) 3 


1-1856 


4-F-Ph I 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ), 


1-1857 


4-F-Ph 


2-NH 2 -4-P>t 


1-Pyrd-(CH 2 ) 3 


1-185S 


4-F-Ph 


2-NH 2 -4-Pyr | 

L 


1-Pip-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 








1-1 559 


4-h-Pn 


2-NM2-4-Pyr 


l-Mor-(Cn 2 )? 




l-l 860 


4-F-Ph 


2-NH2-4-Pyr 


l-Tmor-(CH2)3 


10 


1-1861 


4-h-Pn 


2-NH2-4-Pyr 


1-Piz-(CH2)3 




1-1862 


4-F-Ph 


2-NH2-4-Pyr. 


4-Me-l-Piz-(CH 2 )3 




1-1863 


4-F-Ph 


2-NH:-4-PyT 


3-Azt 


75 


1 - 1 864 


4-F-Ph 


2-NH:-4-Pyr 


l-Me-3-Azt 




1-1865 


4-F-Ph 


2-NH:-4-Pyr 


3-Pyrd 




1 -1 866 


4-h-Pn 


2-NH2-4-Pyr 


l-Me-3-Pyrd 




1 1 OaI "7 

1-1 867 


4-F-Ph 


2-Nn2-4-Pyr 


4-Pip 




1 1 O Z" o 

1-1 868 


4-F-Ph 


2-NH2-4-Pyr 


4-(3,4-deH-Pip) 




i 1 o/n 

l-l 869 


4-F-Ph 


2-NH 2 -4-Pyr 
* 


l-Me-4-Pip 


25 


1-1 870 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1871 


4-F-Ph 


2.NH : -4-Pyr 


1-Piz 




1-1872 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


30 


1-1873 


4-F-Ph 1 2-NH : -4-Pyr 


4-Pyr 




1-1874 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




1-1875 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pym 


35 


1-1876 


4-F-Ph 


2-NH : -4-Pyr 


5-Pym 




1-1877 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 




1-1 878 


4-F-Ph 


2-NH : -4-Pyr 


l-Me-3-PyTd-CH 2 


** u 


1-1879 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH: 




1 1 OOA 

1 -1 ooU 


4-F-Ph 


2-NH : -4-Pyr 


l-Me-4-Pip-CH 2 




1-1881 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


45 


i i poo 

1-1 5o2 


4-F-Ph 


2-NH : -4-Pyr 


4-Pyr-CH 2 






4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 




1-1 884 


4-F-Ph 


2-NH 2 -4-Pyr 


4-rym-Cri2 


SO 


1-1885 


4-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




1-1886 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




1-1887 


3-F-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 


55 


1-1888 


3-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 
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i 
| 

Compound j j^i 
No. | 


! 
> 

i 

R : 1 R J 
! 


M889 j 3-F-Ph 


2-NH 2 -4-Pyr ! EtNH-(CH^), 

1 


1-1890 | 3-F-Ph 


2-NH 2 -4-Pyr | Me : N-(CH 2 ) ? 


1-1891 | 3-F-Ph 


2-NH 2 -4-Pyr [ 1-Azt-(CH 2 )> 1 


1-1892 


3-F-Ph 


2-NH 2 -4-Pyr ! l-Pyrd-(CH 2 b 


1-1893 


3-F-Ph 


2-NH 2 -4-Pyr j l-Pip-(CH 2 h 


1-1894 

1 


3-F-Ph 


2-NH 2 -4-Pyr ! 1-Mor-(CH,), 

i 


1 1-1895 
I 


3-F-Ph 


2-NH 2 -4-Pyr | l-Tmor-(CH;)., 


1-1896 


3-F-Ph 


2-NH : -4-Pyr I ]-Piz-(CH 2 ), 


1-1897 


3-F-Ph 


2-NH 2 -4-Pyr j 4-Me-l-Piz-(CH 2 ), 


1-1898 


3-F-Ph 


2-NH ; -4-Pyr 1 3-\zt 

i 


1-1899 


3-F-Ph 


2-NH 2 -4-Pyr | l-Me-3-Azt 


1-1900 


3-F-Ph 


2-NH 2 -4-Pyr J 3-P>Td " 


1-1901 


3-F-Ph 


2-NH 2 -4-Pyr ■ l-Me-3-Pyrd 


1-1902 


3-F-Ph 


2-NH 2 -4-Pyr i 4-Pip 


1-1903 


3-F-Ph 


2-NH 2 -4-Pyr | 4-(3,4-deH-Pip) 


1-1904 


3-F-Ph 


2-NH 2 -4-Pyr j l-Me-4-Pip 


1-1905 


3-F-Ph 


2-NH 2 -4-P> T l-Me-4-(3.4-deH-Pip) 


1-1906 


3-F-Ph 


2-NH 2 -4-P>t | 1-Piz 


1-1907 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


1-1908 


3-F-Ph 


2-NH 2 -4-P>t 


4-P>T 


! 1-1909 


3-F-Ph 


2-NH 2 -4-Pyr 


3-P>T 


j 1-1910 

i 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pym 


j 1-1911 


3-F-Ph 


2-NH 2 -4-Pyr 


5-Pym 


i 1-1912 

! 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


j 1-1913 


3-F-Ph I 2-NH,-4-Pvr 


l-Me-3-Pyrd-CH 2 


! 1-1914 


3-F-Ph | 2-NH 2 -4-Pyr 


4-Pip-CH 2 


i 1-1915 
f 


3-F-Ph | 2-NH 2 -4-Pyr 


l-Me-4-Pip-CHj 


1 1-1916 

i 


3-F-Ph | 2-NH 2 -4-Pyr 


2-Piz-CH 2 


1-1917 


3-F-Ph | 2-NH 2 -4-Pyr 


4-Pyr-CH 2 


1-1918 


3-F-Ph | 2-NH 2 -4-Pyr j 


3-Pyr-CH 2 
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5 


Compound 

No. 


R 1 


R : 


R 3 




1 1Q1Q 


J»-r -rfl 


0 NTH- A V>\rr 


A P,rn, /^LJ 

-*-r^Tn-v^ri2 




I - i VZU 


^ r PK 






10 


1 1 G") 1 
1- J yZ 1 




MI4 A Dx rr 

Z-INri2*4"ryr 


2-rym-cri2 




1 - 1 922 


1 A HiT DU 

3,4-air-r n 


*") KTTJ A Dim 

Z-iNM2-4-.Kyr 


T_T XT /pTT \ 

H2N-(Crl2)3 




i-i 923 




2-rNri2-4-ryr 




15 


1 1 Q"> /I 

1-1924 


3^4-uir-rn 


"J XTU A D i rr 


btNri-(Cn2)3 ! 




1- 192:> 


3,4-air-r n 


i-NH2-4-ryi 


\i. xi /r'Tj \ 

Me2N-(Cri2)3 




l-l92o 


i ,1 A^u du 
3,4-air-rn 


2-Nri2-4-Pyr 


1 -Azt-(Lrl2)3 


20 


1 - 1 92 / 


3,4-air-r n 


") V TIT A 15. ~- 

2-Nri2-4-ryr 


1 -ryrQ-(Cri2)3 




I - 192o 


3,4-air-rn 


2-Nn2-4-Pyr 


1 -Pip-(CH2)3 




1 - 1 929 


... . 

3,4-air.zrn - 

• 


~» KT1_I /I Dim* 

x-Nrl2-4-ryr 


l-Mor-(Cri2)3 


25 




_>,4-air-rn 


i-Nri2-4-Fyr 


1-1 mor-(CH2)3 




i i ni i 
1 - 193 1 


3,4-air-rn 


2-Nrl2-4-Pyr 


1 T1J „ //"""IT \ 1 

l-PlZ-(CH2)3 




1 - 1 932 


3,4-uir-rh 


2-Nri:-4-Pyr 


4-Me-l -Piz-(CH2)«i 


. . 
30 


i i mi 
1 - 1 933 


1 A /4IC DU 

3,4-mr-Ph 


2-NH2-4-Pyr 


3-Azt 




i 101,1 
1-1934 


i a ait: du 
3,4-air-Pn 


2-NH2-4-Pyr 


1 -Me-3-Azt 




1 -1 933 


1 A j • r~ r» L. 

3,4-diF-Ph 


2-NH2-4-Pyr 


3-Pyrd 


o rr 
JO 


1-1930 


, . ( 

3,4-aih-rh 


2-NH2-4-Pyr 


l-Me-3-P>Td 




1 - 1 93 / 


1 A A '. IT DU 

3,4-air-Fn 


2-NH:-4-Pyr 


4-Pip 




1 - 1 v3o 


3,4-uir-rh 


""i xti i /i n. . 

2-NH2-4-Pyr 


A f "> 4 JIT Tl * \ 

4-(3,4-dcH-Pip) 




1 1 Q'iO 
J - 1 yjy 


3,4-air-rn 


2-iNH2-4-Pyr 


1 X A „ >4 Ti I 

l-Me-4-Pip 




1-1 V4U 


3,4-air-rn 


2-Nri2-4-Pyr 


1 -Mc-4-(3,4-dcH-Pip) 




1 1 QA 1 
1 - 1 yn I 


3,4-air-rn 


2-Nrl2-4-Pyr 


1-PlZ 


45 


J - 1 y*+l 


1 A rliP DU 

3,4-uir-rii 


2-iNH2-4-ryr 


4-Me-l -Piz 




1-1 


3,4-atr-r'n 


**) KTLI /I D«f» 

2-NH2*4-Pyr 


4-Pyr 




1-1944 


3,4-diF-Ph 


4-Pvr 


o ry\ 


50 


1-1945 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pym 




1-1946 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


5-P>nn 




1-1947 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


55 


1-1948 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 
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5 


Compound 

No. 


R' 




R 3 




1-1949 


: 3,4-diF-Ph 


2-N r H : -4-Pyr 


4-Pip-CH 2 




1-1950 


t 3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH: 


10 


l - 1 9:> l 


i 3,4-diF-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




1-1952 


! 3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




1-1953 


• 3,4-diF-Ph 1 

i 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 


15 


1-1954 


. 3.4-diF-Ph 

i 


2-NH 2 -4-Pyr 


4-Pym-CH: 




1 1 Af f 


3,4-diF-Ph ■ 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




1-1956 


3,4-diF-Ph 

i 


2-NH 2 -4-Pyr 


2-Pym-CH 2 


20 


1-1957 


3-Cl-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 )3 




1-1958 


3-Cl-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 )j 




l - 1 959 


3-Cl-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH : ) 3 


25 


l - 1 960 


3-Cl-Ph ! 


2-NH 2 -4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1961 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 




1-1962 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 


30 


l -1 963 


3-Cl-Ph \ 


2-NH 2 -4-P>t 


1-Pip-(CH 2 ) 3 




l -l 964 


3-Cl-Ph ! 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 




I - 1 965 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 


35 


1-1966 


3-Cl-Ph 


2-NH 2 -4-P>t 


1-Piz-(CH 2 ) 3 




1-1967 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-1968 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Azt 


40 

i 


1 - 1 969 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 


I 1-1970 


3-Cl-Ph 


2-NH 2 -4-Pvt 


3-Pyrd 


1-1971 

• 


3-Cl-Ph 


2-NH 2 -4-P>t 


l-Me-3-Pyrd 


45 

I 


1-1972 


3-Cl-Ph j 


2-NH 2 -4-Pyr 


4-Pip 


| 1-1973 


3-Cl-Ph ; 


2-NH : -4-Pyr 


4-(3,4-deH-Pip) 


M974 

i 


3-Cl-Ph 


2-NH 2 -4-Pyr 


J -Me-4-Pip 


so 

1 


1-1975 


3-Cl-Ph , 


2-NH 2 -4-Pyr 


]-Me-4-(3,4-dcH-Pip) 


i- 


1-1976 


3-Cl-Ph ! 2-NH 2 -4-Pyr 


1-PlZ 


i 1-1977 

{ 


3-Cl-Ph i 

f 


2-NH 2 -4-Pyr 

I 


4-Me-l-Piz 


55 j 

i 


1-197S 


3-Cl-Ph ; 


2-NH-4-Pyr 

I 


4-P>T 



90 
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• Compound 

No. 


R' i R ; 

1 

j 






1-1979 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




1-1980 


3-Cl-Ph 


2-NH;4-P)T 


4-Pym 


10 


1-1981 


3-Cl-Ph 


2-NH 2 -4-Pyr 


5-Pym 




1-19S2 


3-Cl-Ph 


2-NH : -4-Pyr 


3-Pyrd-CH; 




1-I9S3 


3-Cl-Ph 


2-NH;-4-P>T 


l-Me-3-Pyrd-CH: 


15 


M9S4 


3-Cl-Ph 


2-NH;-4-Pyr 


4-Pip-CH 2 




J-19S5 


3-Cl-Ph 


2-NH-4-P>t 

_ 


l.Me-4-Pip-CH; 




1-1986 


3-Cl-Ph 


2-NH : -4-P>T 


2-Piz-CH 2 


20 


1-19S7 


3-Cl-Ph 

1 


2-NH;-4-P>T 

1 


4-Pyr-CH 2 




1-19SS 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH: 




1-1989 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 


25 


1 - 1 990 


3-Cl-Ph 


2-NH 2 -4-P>t 


5-Pym-CH 2 




1-1991 


3-Cl-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




1-1992 


Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 


30 


;-199? 


Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 




1-1994 


Ph 


2-MeNH-4-P>T 


EtNH-(CH 2 ) 3 




~M 995~ ~ 


Ph 


2-McNH-4-Pyr 


Me 2 N-(CH 2 ) 3 


35 


1-1996 


Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1-1997 


Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-199S 


Ph 


2-MeNH-4-P> T 


1-Pip-(CH 2 ) 3 


40 


1-1999 


Ph 


2-MeNH-4-P>T 


l-Mor-(CH 2 ) 3 




1-2000 


Ph 


2-McNH-4-P\t 


l-Tmor-(CH 2 ) 3 




1-2001 


Ph 


2-MeNhM-Pyr 


1-Piz-(CH 2 ) 3 


45 


1-2002 


Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-2003 


Ph 


2-MeNH-4-Pyr 


3-Azt 




1-2004 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Azt 


50 


1-2005 


Ph 


2-MeNH-4-Pyr 


3-Pyrd 




1-2006 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




1-2007 


Ph 


2-MeNH-4-Pyr 


4-Pip 


55 


1-200S 


Ph 


2-MeNH-*-Pyr 


4-(3,4-deH-Pip) 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Compound 


R 1 




i 

! R 3 




No. 






i 




1 -2009 


Ph 


! 2-MeNH-4-Pyr 


' l-Me-4-Pip 




1 -20 1 0 


Ph 


j 2-MeNH-4-P>T 


; l-Me-4-(3,4.deH-Pip) 




1-201 1 


Ph 


; 2-MeN r H-4-Pyr 


j 1-Piz 




1-2012 


Ph 


! 2-MeNH-4-Pyr 


i 4-Me-l-Piz 




1 -20 1 3 


Ph 


\ 2-MeNH-4-Pyr 


1 4-Pyr 




1-2014 


Ph 


I 2-MeNH-4-P>T 


j 3-Pyr 




1-2015 


Ph 


| 2-McNH-4-P>t 


j 4-Pym 




1-2016 


Ph 


j 2-MeNH-4-Pyr 


5-Pym 


1-2017 


Ph 


j 2-MeNH-4-Pyr 


3-Pyrd-CH 2 


1-2018 


Ph 


j 2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 


1-2019 


Ph 


j 2-MeNH-4-Pyr 


4-Pip-CH 2 


1-2020 


Ph 


| 2-MeNH-4-Pyr 


1 -Me-4-Pip-CH ; 


1 1-2021 
! 1-2022 


Ph 


1 2-MeNH-4-Pyr 


2-Piz-CH, 




Ph 


j 2-MeNH-4-Pyr 


4-P>T-CH; 


! 1-2023 


Ph 


! 2-MeNH-4-Pyr 


3-Pyr-CH 2 


\ 1-2024 

i 


Ph 


| 2-MeNH-4-Pyr 


4-Pym-CH: 


1-2025 


Ph 


j 2-MeNH-4-Pyr 


5-Pym-CH 2 


| 1-2026 


Ph 


j 2-MeNH-4-Pyr 


2-Pym-CH : ! 


! 1-2027 

i 


4-F-Ph 


j 2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 


j 1-2028 


4-F-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 


1-2029 


4-F-Ph 


| 2-MeNH-4«Pyr 


EtNH-(CH 2 ) 3 


l -2030 


4-F-Ph 


] 2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 ~~ ' 


J -203 1 
i ^ 


4-F-Ph 


j 2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1 -2032 


4-F-Ph 


j 2-MeNH-4-Pyr 


1-Pyrd-(CH 2 )< 


1-2033 


j 2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 


1 -2U34 


4-F-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 


1-2035 


4-F-Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 


1-2036 


j 2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 




| 1-2037 
i 


4-F-Ph 


2-MeNH-4-Pyr 


4-Me-I-Piz-(CH 2 ) 3 




| 1-2038 


4-F-Ph 


2-MeNH-4-Pyr 


3-Azt 
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5 


Compound 

No. 


R 1 


R 2 


I 

! 




1 -xUj y 


A P Ph 

-+-r -in 


i. -ivi c jn n - r vt 


1 -Ivjc-j>-/vZI : 

: 1 




1 -ZU4U 


A F Ph 

■t-r-rn 


*> VIaXIW J. Pvrr 

-i-iVieiNn-4-ryr 


^ X>\rrA ! 

j - r yro 

I 


10 


1 Oh-i 1 
I -*iU4 J 


d F Ph 


z - ivi ciN n - r yr 


1 KAt* 1 P\rrH 




1 -204 


4 P Ph 

4-r-rri 


z. - ivi c in ri - r yr 


^1 Pir\ 

4*PIP j 




1 -204_> 


4 U Dh 


2 - M eiN n -4 - r yr 


4-^ j,4-aerl-r lp.i | 


15 


1 O C\A A 

1 -2044 


-1 F DU 

4-r -ru 


2 - M cin n -4- r yr 


i-Me-4-rip \ 

1 




1 -2045 


4-r -rn 


2-MeNri-4-Pyr 


I -Me-4-(3,4-aeH-Pip) 




l-204o 


A F Oli 

4-r-Pn 


2-ivieNn-4-ryr 


1-PlZ 1 

1 


20 


1 -204 / 


A n DU 

4-r-Pn 


2-MCfNrl-4-ryT 


4-ivle-l-riz 




1-2048 


4-F-Ph 


2-MeNn-4-ryr 


4-Pyr 




1-2049 


/l IT Til- 

4-r-Pn . 


2 - M e IN H -4 - r VT 


i-Pyr 


25 


1 -2050 


4-r-rn 


2 - M ciN rl - 4 - r yr 


4-Pym 




l -205 1 


/l U 1 DU 

4-h-rn 


2 - M e IN H - 4 - r VT 


5-pym 




1 * T AC ""> 

1-2052 


* r~ r>u 

4-r-rn 


2-MeiNn-4-ryr 


J-rVTd-Lri2 


30 


1 -205 j> 


a T~" r>i 

4-r-Pn 


O \vt«XTLJ ,1 Din- 

2-MeNH-4-ryr 


1 -Ivle-i-PyTd-CHi 




l-20:>4 


4-r-Pn 


2 - M e N rl-4 - ryr 


4-Pip-LH2 




1-20^5 


4-r-Pn 


2-MeNH-4- Pyr 


1 -Me-4-Pip-C H2 


35 


1 -2036 


/I P DU 

4-r-Pn 


O K4a\TlJ A Tit r»- 

2-MeiNrl-4-Pyr 


2-P1Z-CH2 




1-203 : 


A T DU 

4-r-Pn 


2 - M elN rl -4 - r yr 


4-Pyr-Lrl2 




i ">n.< c 
1 -ZUjo 


A F DU 

4-r-rn 


z-lvieiNM-4-ryT 


3-Pyr-L Hi 


40 


l-20!>y 


/I F PU 

4-r-rn 


2-MeNn-4-ryr 


4-rym-Lri2 




4 -ZUOU 


zt f pu 
4-r-rn 


z-IVjc!Nn-4-ryT 


C p. — , PIT 

3-Pym-Cri2 




l -ZUO 1 


A F Ph 

4-r-rn 


2-MeiN n-4-ryr 


2-rym-LH; 


45 


i 70^9 
I -ZUOi 


'X F Ph 

_>- r -rn 


l - ivi e in n - 4 - r yr 


"2l>HL,rl2)3 




1 -ZUOJ 


1 F Ph 


x-lvieNri-4-ryr 


MeiNrl-v^ri2/3 




1-2064 


3-F-Ph 


^-MeNH-4-Pvr 




50 


1-2065 


3-F-Ph 

1 


2-McNH-4-Pyr 


Me 2 N-(CH 2 ) 3 




1-2066 


3-F-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1-2067 


! 3-F-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


1-2068 


1 3-F-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 
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Compound 

No. 


R 1 




R 3 


1-2069 


3-F-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) : . 


I -2070 


3-F-Ph 
~ i — — — — - — — 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 


! 1-2071 

i 


j ^-F-Ph j 2-MeNH-4-Pyr 


l-Piz-(CH 2 ) 3 


] I -2072 I 3-F-Ph 


— ivicjNii-H-r yr 


4-Me-l-Piz-(CH 2 h 


' I -2073 j 3-F-Ph 


— - IVJ C I > n -4 - r VT 


3-Azt 


. I -2074 j 3-F-Ph 

I 


^ - ivi ei\ ji -4- rVT 


l-Me-3-Azt 


' I 2075 
I 


3-F-Ph 


-i - ivl eiN ri -4 -r yr 


3-Pyrd 


! l-^U/b | 3-F-Ph 
t 


- ivi e in hi - 4 - r yr 


l-Me-3-Pyrd 


i 1-2077 j 3-F-Ph 


-i-iviCiN ri-4-rVT 


4-Pip 


j 1-207S | 3-F-Ph 


- ivj e in H - 4 - r yr 


4-(3,4-deH-Pip) 




3-F-Ph 


- - rvi e J\ xi-4 - r yr 


l -Me-4-Pip 


1-20S0 


3-F-Ph 


z - ivi e i\ H - 4 - P yr 


l-Me-4-(3,4-deH-Pip) 


1-2081 


3-F-Ph 


-i-iviei\ l rl-4-ryr 


l-Piz 


I-20S2 


3-F-Ph 


z-iviers rt-4-ryr 


4-Mc-l-Piz 


I-20S3 


3-F-Ph 


-i - ivj e In M -4 - r yr 


4-Pyr 


1-2084 


3-F-Ph 


z-ivieiNrl-4-r yr 


3-Pyr 


I -2085 


3-F-Ph 


*5 \y1 **X1-4 A D^rr 

IviciNn-4-r VT 


4-Pym 


I -2086 


3-F-Ph 


•£ ivj C1N il -*4- r VT 


5-Pym 


l -2087 


3-F-Ph 


-i-ivjcfs M-4-r yr 


3-Pyrd-CH 2 


I -2088 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 


I -2089 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


1-2090 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 


1-2091 


3-F-Ph 


2-MeN~H-4-Pyr 


2-Piz-CH 2 


I -2092 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 


1-2093 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 


I -2094 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 


1-2095 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 


1-2096 


3-F-Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 


wuv/ [ 3,4-diF-Ph 

i 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 


1-2098 j 3,4-diF-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 
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5 


■ 

Compound 
No. 


R' ! R- 

1 


R ? 




1 7OO0 


3,4-diF-Ph 


2-McNH-4-Pyr 






1 1 1 Afl 
1 -Z 1 UU 


3,4-diF-Ph 


2-MeNH-4-Pyr 




10 


J -2 I 0 I 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 A «-y 4 /PI I \ 






3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(LH2)3 




1-2103 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 -Pip-(LH2)3 


15 


J -2 1 04 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 -Mor-(Cn2)3 




i Tine 
1 -2 1 U2> 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH2)3 




1-2100 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 Til — /Pli \ 

l-PlZ-(CH2)3 


20 


1-210 / 


3.4-diF-Ph 


2-MeNH-4-Pyr 


4-Me- 1 -Piz-(CH:)3 






3,4-diF-Ph 


. ... . 
2-MeNH-4-P>T 


3-Azt 




1-2 lUy 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 -Me-3-Azt 


25 


\ in/I 
1 -21 10 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyrd 




1-2111 


3.4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




1-21 12 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pip 


30 


1-21 13 


3,4-diF-Ph 


2-MeNH-4-P>T 


4-(3,4-deH-Pip) 




i ill/! 
1-2114 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 




1-2115 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 -Me-4-(3,4-deH-Pip) 


oo 


1-21 1 o 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Piz 




1 1 1 1 *7 

1-211/ 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 






3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pyr 


40 


l 1 1 1 Q 


3.4-diF-Ph 


2-MeNH-4-Pyr 


3-ryr 




i 1 1 in 
1-Z 1 zu 


3,4-diF-Ph 


2-McNH^-Pyr 


4-Pym. 




1 1111 
I -Z 1 Z 1 


3,4-diF-Ph 


2-MeNH-4-Pyr 


5-Pym 


45 


1 1111 

1 -Z 1 ZZ 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-ryra-LH2 




1 -Z 1 z.3 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1 -Vlc-3-ryra-C. H : 




1-2124 


3,4-diF-Ph 


2-MeNH-4-Pyr 




SO 


1-2125 


3,4-diF-Ph 


2-McNH-4-Pyr 


l-Me-4-Pip-CH 2 




1-2126 


3.4-diF-Ph 


2-MeNH-4-Pyr 


2-Piz-CHj 




1-2127 


3,4-diF-Ph 


2-MeKH-4-Pyr 


4-Pyr-CH; 


55 


1-2128 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH; 
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Compound 

. No. 


R 1 




R 3 


I -2 129 3.4-diF-Ph 


2-McNH-4-Pyr 


4-Pym-CH: 


1-21 3U 


3.4-diF-Ph 


2-MeNH-4-Pyr j 5-Pym-CH; 


' 1-2131 


3.4-diF-Ph 


2-MeNH-4-Pyr 2-Pym-CH; 


1-2132 


3-CI-Ph 


''-MpMHJ p.- 


H 2 N-(CH 2 )3 


1-2133 


3-Cl-Ph 


— ivici>in.-*f-r yr 


MeNH-(CH 2 ) 3 ~~ 


: 1-2134 


3-Cl-Ph 


— *iviciNn -*+-r yr 


EtNH-(CH : )3 


, 1-2135 


3-Cl-Ph 




Me 2 N-(CH ; ) 3 


| 1-2136 


3-Cl-Ph 


0, VT^KTLJ A T>--_ 

-~-:vici\ n -H-ryr 


l-Azt-(CH 2 )j 


1-2137 


3-Cl-Ph 


— - ivi ci > 1 1 - r yr 


1-Pyrd-(CH 2 ) 3 


1-2138 


3-Cl-Ph 


- \ vi ers n -4 - r yr 


l-Pip-(CH 2 )j 


1-2139 


3-Cl-Ph 


-i. - • vi gin n -h - r yr 


NMor-(CH 2 ) 3 


1-2140 


3-Cl-Ph 


— - .vi ers ri -4 - r yr 


l-Trnor-(CH 2 ) 3 


1-2141 


3-Cl-Ph 


— - ivi eis n -4 - r yr 


1-Piz-(CH 2 ) 3 


1-2142 


3-Cl-Ph 


— - 1 Vi CfS Ji -*4 - r VT 


4-Me-l-Piz-(CH 2 ) 3 


1-2143 


3-Cl-Ph 


-i- : Vic IN M -"4-r VT 


3-Azt 


1-2144 


3-Cl-Ph 


- ; V J c jNn - 4 " Y VT 


l-Me-3-Azt 


1-2145 


3-Cl-Ph 


^-MfK14 A Pxrr 

^ i vi L.i > n -M- r yr 


3-Pyrd 


1-2146 


3-Cl-Ph 


^ - ivi c i > n - r yr 


l-Me-3-Pyrd 


1-2147 


3-Cl-Ph 


— .V1C1M|-*t- j VT 


4-Pip 


1-2148 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 


1-2149 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 


1-2150 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Mc-4-(3,4-deH-Pip) 


1-2151 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Piz 


1-2152 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 


1-2153 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pyr 


1-2154 


3-Cl-Ph 


2-MeNH-4-Pvr 


3-Pyr 


1-2155 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pym 


1-2156 


3-Cl-Ph 


2-MeNH-4-Pyr 


5-Pym 


1-2157 


3-Cl-Ph 


2-MeNH-4-Pvr 


3-Pyrd-CH 2 


1-2158 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-3~Pyrd-CH 2 
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5 


Compound 
No. 


1 R 1 

1 

! 


R 2 


R 3 




l *> 1 SO 
1-21 jy 


i ^ Pi PVi 

i 

i-- 


7 \A 0 \rU A D,rr 

2-ivieiNn-4-ryr 


4-rip-Cri: 




1 0 l AA 
1 -2 \ ou 


i 


i-MC.M ri-4-r yr 


1 -Me-4-Pip-C.ri2 


10 


1 "> 1 Al 


' 1 PI Ph 


2- ivi efN n -4 -r yi 


7 Di-. PU 




1 -2 1 02 


i 1 PI Ph 


2 - m e rN ri - 4 - r yr 


4-ryr-CH: 




1 1 1 (L i 

1 -2 1 03 




2-MeiNH-4-ryT 


1 PO 

3-ryr-CH: 


jo 


1 1 1 £.A 

1 "21 1>4 


3-Cl-rn 


1 x >i «\rtj a ~n. — 

2-MelNH-4-ryr 


4-Fym -CH: 




1 -2 i o!> 


7 PI DU 


2-MeNH-4-Pyr 


c n r t 

5-Pym-CH: 




17 1 

I -2 1 OO 


i r^i PVi 


2-MeiNH-4-ryr 


2-Pyrn-Crii 


20 


1-210/ 


rn 


4-Pyin 


M2N-(CH:)3 




1 1 1 

1 -2 1 Do 


rn 


d* ii 
4-Fym 


MeNH-(CH2)3 




i -2 i oy 


nu 

rn 


4-rym 


btNH-(Lri2)3 


or 


1 11 ~7(\ 

1-2 1 /U 


Fn 


4-Fym 


Me2N-(CH 2 )3 




1 7 1 "7 1 

1 -2 1 / I 


T)L 

rn 


4-Pym 


1 A t /pit \ 

1-Azt-(CH2)3 




1 ~2 1 /2 


15 V. 

rn 


4-rym 


1-Pyrd-(CH2)} 


30 


1 11 "71 

i -2 1 /3 


rn 


4-Pym 


1-Pip-(CH 2 ) 3 




1 7 1 7,1 


rn 


4-Pym 


l-Mor-(Cn2)3 




1 11 7C 

1-21 /-> 


rn 


4-Fym 


l-Tmor-(CH2)3 


35~ 


1 11 7A 


rn 


4-Pym 


1-Piz-(CH 2 )3 




i 1 1 77 
J -2 1 / / 


rn 


r>, 

4-rym 


4-Me-l -Piz-(CH2)3 




1 1 1 7Q 


PL 

rn 


4-Pym 


3-Azt 


40 


1 1 1 7Q 

1 -2 i fy 


rn 


4-Pym 


1-Meo-Azt 




1 1 1 on 
1-21 oU 


PU 

rn 


4-Pym 


3-Pyrd 




1 1 1 SI 


PVi 
rn 


4-Pym 


l-Me-3-P>Td 


45 




Ph 

rn 


4-rym 


4-Fip 




1 9 1 

1-2 1 OJ 


PU 

rn 


4-rym 


4-(3,4-deH-Pip) 






Ph 


*+-r ym 


1 \/1 o >1 Pin 

i -ivic-4-rip 


SO 


1-2185 


Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-2186 


Ph 


4-Pym 


1-Piz 




1-2187 


Ph [ 


4-Pym 


4-Me-l-Piz 


55 


1-2188 


Ph 


4-Pym 


4-Pyr 
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I 

J Compound 

j No. 


R 1 


R 2 


1 


J 1-21S9 


™ 4-Pym 


3-Pyr | 


! 1-2190 
i 


Ph 


a n, _^ 

4-fym 


4-Pym j 


j 1-2191 


Ph 


4-Pym 


5-Pym j 


j 1-2192 


Ph 
i ii 


4-Pym 


3-Pyrd-CH 2 j 


1-2193 


Ph 

All 


4-Pym 


l-Me-3-Pyrd-CH, ~~j 


1-2194 


Ph 


4-Pym 


4-Pip-CH, ! 

i 


1-2195 


Ph 

All 


4-Pym 


l-Me-4-Pip-CH; 


I 


1-2196 


Ph 

i 11 


4-Pym 


2-Piz-CH 2 


f 


1-2197 


Ph 
ill 


4-Pym 


4-Pyr-CH; 




1-2198 


Ph 

r n 


4-Pym 


3-Pyr-CH; 




1-2199 


Ph 


4-Pym 


4-Pym-CH: 


i 

! 

j 
i 


1-2200 


r n 


4-Pym 


5-Pym-CH : 


1-2201 


Ph 

r n 


4-Pym 


2-Pym-CH : 




1-2202 


A P Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


1-2203 


A P Ph 


4-Pym 


MeNH-(CH 2 ) 3 


1-2204 


A-V Ph 


4-Pym 


EtNH-(CH 2 ) 3 


1-2205 


4. P Ph 


4-Pym 


l vi c 2 i>» -\ n 2 J3 


1-2206 


A_P pu 


4-Pym 


1-Azt-(CH 2 ) 3 


1-2207 


4-F-Ph 


A T\. 

4-Pym 


1-Pyrd-(CH 2 ) 3 


1-2208 


4-F-Ph 


4-Pym 


1-Pip-(CH 2 ) 3 


1-2209 


4-F-Ph 
~ l i ii 


4-Pym 


l-Mor-(CH 2 )j 


1-2230 


4-F-Ph 


4-Pym 


l-Tmor-(CH : ) 3 


1-2211 


4-F-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 


1-2212 


4-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 h 


1-2213 


4-F-Ph 


4-Pym 


3-Azt 


1-2214 


4-F-Ph 


4-Pym 


l-Me-3-Azt 


1-2215 


4-F-Ph 


4-Pym 


3-Pyrd 


1-2216 


4-F-Ph 


4-Pym 


l-Me-3-Pyrd 


1-2217 


4-F-Ph 


4-Pym 


4-Pip 


1-2218 ~ 


4-F-Ph ' 


4-Pym 


4-(3,4-deH-Pip) 
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5 


i 

Compound 

No. 

I : 


R' 








j -22 19 


4-r-rh 


4-rym 


l-Me-4-Pip 






4-r-rn 


4-rym 


1 -Me-4-(3.4-deH-Pip) 


10 


1 TTT 1 
1 I 


A IT DU 

4-r-rn 


4-rym 


1-rlZ 




\ - / / j / 


4-r-rn 


4-rym 


4-Me-l-Piz 




1 -1115 


4-r-rn 


* A D« ._ L - 

4-rym 


4-Pyr 


15 


l -2224 
1 


4-r-rn 


A D. 1L ,, 

4-rym 


3-Pyr 




i-222^ 


4-F-Ph 


4-Pym 


4-Pym 




1-2226 


/i rr du 

4-F-rh 


4-Pym 


5-Pym 


20 


\ Tin 

1-2227 


4-r-rn 


4-Pym 


3-Pyrd-CH: 




1 -222S 


4-r-rn 


4-Pym 


l-Me-3-Pyrd-CH 2 




1 nin 

I ~llly 


/I IT DU 

4-r-rn 


4-rym 


4-Pip-CH2 


25 


I -2230 


A T- Til 

4-F-Ph 


4-Pym 


l-Me-4-Pip-CH: 




1 Til 1 

1-2231 


4-F-Ph 


4-Pym 


2-Piz-CH 2 




1-2232 


4-F-Ph 


4-Pym 


4-Pyr-CH: 


30 


1-22:53 


4-F-Ph 


4-Pym 


3-Pyr-CH 2 




1-2234 


4-F-Ph 


4-Pym 


4-Pym-CH 2 




1-2235 


4-F-Ph 


4-Pyrn 


5-Pym-CH 2 


35 


1-2236 


4-F-Ph 


4-Pym 


2-Pym-CH 2 




1 -11 J / 


3-F-Ph 


4-Pym 


T T V T / ***** T T V 

H 2 N-(CH 2 )3 




1 -1156 


T c nu 

3-F-Ph 


4-Pym 


MeNH-(CH 2 )3 


40 


1 -11 jy 


"3 TT DU 

3-r-rn 


4-Pym 


EtNH-(CH 2 )3 




I -2240 


3-F-Ph 


4-Pym 


Me 2 N-(CH 2 h 




1 -11*\ 1 


"3 r* DU 

3-r-rn 


4-Pym 


l-AzKCr^h 


HO 


1 -11*1 


i tr du 
3-r-rn 


4-Pym 


1-Pyrd-(CH 2 ) 3 




1 -2243 


3-F-Ph 


4-Pym 


1-Pip-(CH2>3 




1-^244 


j-r~i it 


H-f VII 1 




SO 


1-2245 


3-F-Ph 


4-Pym 


1 -Tmor-(CH 2 ) 3 




1-2246 


3-F-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 




1-2247 


3-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


55 


1-2248 


3-F-Ph 


4-Pym 


3-Azt 
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Compound 
No. 


R' 




R 3 


1-2249 


3-F-Ph 




~~TT7—, 1 

l-Me-3-Azt 


1-2250 


3-F-Ph 


A Dim 

4-rym 


■ ! 

3-Pyrd j 


1-2251 


3-F-Ph 


A Dtim 

4-rym 


l-Me-3-Pyrd j 


1-2252 


3-F-Ph 


4-Pym 


4-Pip j 


1-2253 


3-F-Ph 


4-rym 


4-(3,4-deH-Pip) j 


\-Z25A | 3-F-Ph 


4-Pym 


l-Me-4-Pip j 


1-J2:>5 


3-F-Ph 


A Ti . 

4-Pym 


1 -Me-4-(3,4-deH-Pip) 




1-2256 


3-F-Ph 


4-rym 


1-Piz 




1-2257 


3-F-Ph 


4-Pym 


4-Me-l -Piz 




1-2258 


3-F-Ph 


4-rym 


4-Pyr 




1-2259 


3-F-Ph 


4-Pym 


->-Pyr 




1-2260 


3-F-Ph 


4-Pym 


4-Pym 




1-2261 


3-F-Ph 


4-Pym 


>rym 




1-2262 


3-F-Ph 


4-Pym 


->-Pyrd-CH2 




1-2263 


3-F-Ph 


A Ti. 

4-Pym 


1 -Me-3-Pyrd-CH: 


1-2264 


3-F-Ph 


4-Pym 


*-rip-L.H 2 


1-2265 


3-F-Ph 


4-Pym 


1 -Me-4-Pip-CH 2 


1-2266 


3-F-Ph 


4-Pym 


2-Piz-CH 2 


1-2267 


3-F-Ph 


4-Pym 


4-Pyr-CH 2 


1-2268 


3-F-Ph 


4-Pym | 


3-Pyr-CH 2 


1-2269 


3-F-Ph 


4-Pym 


4-Pym-CH 2 


1-2270 


3-F-Ph 


4-Pym 


5-Pym-CH, 


1-2271 


3-F-Ph 


4-rym 


2-Pym-CH-. 


1-2272 


3.4-diF-Ph 


4-rym 


H 2 N-(CH 2 ) 3 


1-2273 


3.4-diF-Ph 


4-Pym 


MeNH-(CH 2 ) 3 


1-2274 


3,4-diF-Ph " 


4-Pym 


EtNH-(CH 2 ) 3 


1-2275 


3.4-diF-Ph 


4-Pym 


Me 2 N-(CH 2 ) 3 


1-2276 


3,4-diF-Ph 


4-Pym 


1-Azt-(CH 2 ) 3 


1-2277 


3,4-diF-Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 


1-2278 


3,4-diF-Ph 


*-Pym 


1-Pip-(CH 2 ) 2 
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Compound 

No. 


i 

R 1 R 3 

i 

t 






1-2279 


3,4-diF-Ph 


4-Pym 


l-Mor-(CH 2 ) 3 




1-2280 


3,4-diF-Ph 


4-Pym 


l-Tmor-(CH 2 ) 3 


10 


1-2281 


3,4-diF-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 




1-2282 


3,4-diF-Ph 


4-Pym 


4-Me-l-Piz-(CH;) : , 




1-2283 


3,4-diF-Ph 


4-Pym 


3-Azt 


15 


1-2284 


3,4-diF-Ph 


4-Pym 


1 -Me-3-Azt 




1-2285 


3,4-diF-Ph 


4-Pym 


3-Pyrd 




1-2286 


3,4-diF-Ph 


4-Pym 


l-Me-3-Pyrd 


20 


1-2287 


3,4-diF-Ph 


4-Pym 


4-Pip 




1-2288 


3,4-diF-Ph 


4-Pym 


4-(3,4-deH-Pip) 




1-2289 


3,4-diF-Ph 


4-Pym 


l-Me-4-Pip 


25 


1-2290 


3,4-diF-Ph 


4-Pym 


l-Mc-4-(3,4-dcH-Pip) 




1-2291 


3.4-diF-Ph 


4-Pym 


1-PlZ 




1 -2292 


3,4-diF-Ph 


4-Pym 


4-Me-l-Piz 


30 


1-2293 


3,4-diF-Ph 


4-Pym 


4-Pyr 




1-2294 


3,4-diF-Ph i 


4-Pym 


3-P>T 




1-2295 


3,4-diF-Ph 


4-Pym 


4-Pym 


35 


1-2296 


3,4-diF-Ph 


4-Pym 


5-Pym ' 




1-2297 


3,4-diF-Ph 

m 


4-Pym 


3-Pyrd-CH 2 




1 -2298 


3,4-diF-Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 


40 


1-2299 


3,4-diF-Ph 


4-Pym 


4-Pip-CH 2 




1-2300 


3,4-diF-Ph 


4-Pym 


l-Me-4-Pip-CH 2 




1-2301 


3,4-diF-Ph 


4-Pym 


2-Piz-CH, 


45 


1-2302 


3,4-diF-Ph 


4-Pym 


4-Pyr-CH 2 




1-2303 


3,4-diF-Ph 


4-Pym 


3-Pyr-CH 2 




1-2304 


3,4-diF-Ph 


4-Pym 


4-Pym-CH 2 


SO 


1-2305 


3,4-diF-Ph 


4-Pym 


5-Pym-CH 2 




1-2306 


3,4-diF-Ph 


4-Pym 


2-Pym-CH 2 




1-2307 


3-Cl-Ph 


4-Pym 


H 2 N-(CH 2 ), 


55 


1-2308 


3-Cl-Ph 


4-Pym 


MeNH-(CH 2 )j 
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Compound 

No. 


R 1 


R 2 

i 


! 

R 3 




1-2309 


3-Cl-Ph 


: 4-Pym 


' EtNH-(CH : ), 




1-2310 


3-Cl-Ph 


. 4-Pym 


Me 2 N-(CH-)i 

i 




1-231 1 


3-Cl-Ph 


! 4-Pym 


. l-Azt-(CH 2 h 




1-2312 


3-Cl-Ph 


•4-P >TO 


I l-P>Td-(CH : ); t 




1-2313 


3-Cl-Ph 


! 4-Pym 


1-Pip-(CH : ) 3 




1-2314 


3-Cl-Ph 


! 4-Pym 


1 l-Mor-(CH 2 ) 3 




1-2315 


3-Cl-Ph 


: 4-Pym 


j l-Tmor-(CH : ) 3 




1-2316 


3-Cl-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 


1-2317 


3-Cl-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 b 


1-2318 


3-Cl-Ph 


4-Pym 


3-Azt 


1-2319 


3-Cl-Ph 


1 4-Pym 


l-Me-3-Azt 


1-2320 


3-Cl-Ph 


1 4-Pym 


3-Pyrd 


1-2321 


3-Cl-Ph 


1 4-Pym 


l-Me-3-Pyrd 


1-2322 


3-Cl-Ph 


| 4-Pym 


4-Pip 


1-2323 


3-Cl-Ph 


i 4-Pym 


4-(3,4-deH-Pip) 


1-2324 


3-Cl-Ph 


! 4-Pym 


l-Me-4-Pip 


1-2325 


3-Cl-Ph 


j 4-P>™ 


l-Me-4-(3,4-deH-Pip) 


1-2326 


3-Cl-Ph 


| 4-Pym 


1-Piz 


1-2327 


3-Cl-Ph 


; 4-Pym 


4-Me-l-Piz 


1-2328 


3-Cl-Ph 


j 4-Pym 


4-Pyr 


1-2329 


3-Cl-Ph 


j 4-Pym 


3-Pyr 


1-2330 


3-Cl-Ph 


' 4-Pvm 

! ■ * 1 


4-P>TTl 


1-2331 


3-Cl-Ph 


j 4-Pym 


5Pym 




1-2332 


3-Cl-Ph 


' 4-Pym j 


3-Pyrd-CH 2 




1-2333 


3-Cl-Ph 


! 4-Pym j 


l-Me-3-Pyrd-CHr 




1-2334 


3-Cl-Ph 


A ~P\rm 

H-rym j 

' i 


4-Pip-CH, 




1-2335 


3-Cl-Ph 


4-Pym ! 


l-Me-4-Pip-CH 2 




1-2336 


3-Cl-Ph 


4-Pym ! 


2-Piz-CH 2 




1-2337 


3-Cl-Ph 


4-Pym 


4-Pyr-CH 2 




1-2338 


3-Cl-Ph 


4-Pym j 


3-Pyr-CH 2 
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No. 


i 

R" j R : 


R J 


1 


1-2339 


3-Cl-Ph 


4-Pym 


4-Pym-CH; 




1-2340 


3-Cl-Ph j 


4-Pym 

1 


5-Pym-CH 2 


1 


1-2341 


3-Cl-Ph j 


4-Pym 


2-Pym-CH 2 




1-2342 


Ph ' i 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 




1-2343 


Ph 


2-MeO-4-Pym j MeNH-(CH 2 ) 3 


75 


! 2344 


Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 




1-2345 ! Fh ! 


2-MeO-4-Pvm ! 

i 


Me 2 N-(CH : b 




l-234n 


Ph ! 

i 


2-MeO-4-Pvm 


1-Azt-(CH 2 ) 3 


20 


1-2347 


Ph i 

j 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 




1-234-v 


Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 




';«2349 


Ph ; 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 


25 


1-2350 


Ph : 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 




1-2351 


Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 




1-2352 


Ph ; 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-2351 


Ph j 


2-MeO-4-Pym 


3-Azt 




1-2354 


Ph , 


2-MeO-4-Pym 


l-Me-3-Azt 




1-2355 


Ph j 


2-McO-4-Pym 


3-Pyrd 


35 


1-2356 


Ph 1 
1 


2-MeO-4-Pym 


l-Me-3-Pyrd 




1-2357 


Ph 

i 


2-MeO-4-Pym 


4-Pip 




1-2358 


Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 


40 


1-2359 


Ph 1 


2-MeO-4-Pym 


l-Me-4-Pip 




1-2360 


Ph 


2-MeO-4-Pym 


l-Me-4-<3,4-deH-Pip) 




1-2361 


Ph 


2-MeO-4-Pym 


1-PlZ 


45 


1-2362 


Ph 


2-MeO-4-Pym 


4-Me-l-Piz 




1-2363 


Ph 


2-McO-4-Pym 


4-Pyr 




1 -2364 


Ph 


2-MeO-4-Pym 


3-Pyr 


50 


1-2365 


Ph 


2-MeO-4-Pym 


4-Pym 




1-2366 


Ph 


2-MeO-4-Pym 


5-Pym 




1-2367 


Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 


55 


1-2368 


Ph • 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 
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R 1 






R 3 


1 -2369 


Ph 


2-MeO-4-Pym 


4-Pip-CH 2 


1-2370 


Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH; 


1-2371 


Ph 


2-MeO-4-Pym 


2-Piz-CH, — 1 


1-2372 


Ph 


2-MeO-4-Pym 


4-Pyr-CH, 


1-2373 


Ph 


2-MeO-4-Pym 


3-P>T-CH; 


1-2374 


Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


1-2375 


Ph 


2-MeO-4-Pym 


5-Pym-CH 2 


1-2376 


Ph 


2-MeO-4-Pym 


2-Pym-CHj 


1-2377 


4-F-Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 


1-2378 


4-F-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 


1-2379 


4-F-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 


1-2380 


4-F-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 ) 3 


1-2381 


4-F-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 


1-2382 


4-F-Ph 


r 2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 


1-2383 


4-F-Ph 


2-MeO-4-Pym 


1-Pip-(CH,) 3 


1-2384 


4-F-Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 


1-2385 


4-F-Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 


1-2386 


4-F-Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 


1-2387 


4-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


1-2388 


4-F-Ph 


2-MeO-4-Pym 


3-Azt 


1-2389 


4-F-Ph i 


2-MeO-4-Pym 


l-Me-3-Azt ~ 


1-2390 


4-F-Ph 


2-MeO-4-Pym 


3-Pyrd 


1-2391 


4-F-Ph 


2-MeO-4-Pym 


1 -Me-3-Pyrd 


1 -2392 


4-F-Ph 


2-MeO-4-Pym 


4-Pip 


1-2393 


4-F-Ph 


2-MeO-4-Pym 


4-(3,4-dcH-Pip) 


1-2394 


4-F-Ph 


i. -ivi eu-4-ryin 


1 -Me-4-Pip 


1-2395 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 


1-2396 


4-F-Ph 


2-MeO-4-Pym 


1-Piz 


1-2397 


4-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz 


1-2398 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr 
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5 


Compound 

No. 


R 1 




i 

R 3 | 

i 






4-r-rn 


2-Meu-4-rym 


3-rVT | 




i -2400 


4-r-rn 


2- MeU-4-rym 


4-rym 


10 


1 -24U1 


4-r-rn 


-i - M e vj -4 - r VTn 


j-rym 




I -2402 


4-r-rn 


2- MeU-4-ryTn 


j - r VTU - L ri ^ 

: : i 




1-240 j 


4-F-Ph 


2-MeO-4-P\Tn 


1 -Me-3-r yru-L n; 


15 


i -2404 


4-F-Ph 


2-MeO-4-Pytn 


4-Pip-LH: 1 




1-2405 


4-F-Ph 


2-MeO-4-Pym 


1 -Mc-4-Pip-LH: 




1-2406 


4-F-Ph 


2-MeO-4-Pym 


2-Piz-CH: 




1-2407 


4-F-Pn 


2-MeO-4-Pym 


4-Pyr-CH:' 




1-2405 


4-F-Ph 


2-MeO-4-Pym 


3-Pyr-CH: 




1-2409 


4-F-Ph 


2-MeO-4-Pym 


4-Pym-CH: 


25 


1-2410 


4-F-Ph 


2-MeO-4-Pym 


S-Pym-CHi 




1-24] 1 


4-F-Ph 


2-MeO-4-Pym 


2-Pym-CH: 




1-2412 


3-F-Ph 


2-MeO-4-Pym 


rl2N-(CH2)3 


Ot/ 


1-2413 


3-F-Ph 


2-MeO-4-Pym 


X if \n 1 / /— ^ T T \ 

MeNFi-(Cri2)3 




1-2414 


3-F-Ph 


2-MeO-4-Pyrrj 


r»>n t /pit \ 

EtNH-(CH:)3 




1-2415 


3-F-Ph 


2-MeO-4-Pym 


Me2N-(CH:)2 


'JC 
J5 


1-2416 


3-F-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 )3 




1-2417 


3-F-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH2)3 




1 ^ A 1 O 

1-241 S 


3-F-Ph 


2-Me(_)-4-Pyrn 


l-Pip-(CH:h 


40 


1-241 9 


3-F-Ph 


2-MeO-4-Pym 


l-Mor-(CH2b 




I -2420 


3-r-Pn 


2-MeO-4-Pym 


l-Tmor-(CH2)3 




1-242 1 


3-F-Ph 


2-MeO-4-Pym 


1 -Piz-(CH 2 )3 


45 


I -2422 


3-r-Pn 


2-Me\j-4-Pym 


4-Me- 1 -riz-(LH2)3 




I -2423 


T IT DL 

3-F-Ph 


2-Me(J-4-Pyrn 


3-Azl 






j-r-rn 


^. - iv i l, v_/ - *+ - r yrn 


1 -IVie- j-rVZI 


50 


1-2425 


3-F-Ph 


2-MeO-4-Pym 


3-Pyrd 




1-2426 


3-F-Ph 


2-MeO-4-Pyrn 


l-Me-3-Pyrd 




1-2427 


3-F-Ph 


2-MeO-4-Pym 


4-Pip 


55 


1-2428 


3-F-Ph 


2-MeO-4-P\in 


4-(3,4-deH-Pip) 
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Compound 

No. 


R' 




R 3 




1 -2429 


3-F-Ph 


2-MeO-4-Pvm 


-4 . 

i I-Me-4-Pip 




1-2430 


3-F-Ph 


2-MeO-4-Pym 


• l-Me-4-(3.4-deH-Pip) 




I 

! 


1-2431 


3-F-Ph 


2-MeO-4-Pym 


! 1-Piz 

1 




j 


1-2432 


3-F-Ph 


2-MeO-4-Pym 


| 4-Me-l-Piz 




| I-J4.S.S 

i 


3-F-Ph 


2-MeO-4-P\ TO 


j 4-Pyr 




i I -2434 


j 3-F-Ph 


2-MeO-4-Pym 


! 3-P>T 




i 

i 


i - J4_3;> 


3-F-Ph 


2-MeO-4-Pym 


4-P>-m 


i 

r 


1-2436 


| 3-F-Ph 


2-MeO-4-Pym 


5-Pym 


i i--4_w 

i 


J 3-F-Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 


j 1-243S 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH; 


j 1-2439 


j 3-F-Ph 


2-MeO-4-Pym 


4-Pip-CH; 


i 1-2440 


3-F-Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH 2 


j 1-2441 

i 


3-F-Ph 


2-MeO-4-Pv-m 


2-Piz-CH 2 


I -2442 


3-F-Ph 


2-McO-4-Pym 


4-Pyr-CHj 


I -2443 


3-F-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


1-2444 j 


3-F-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


I- 
I 1 


1 


3-F-Ph 


2-MeO-4-PvTn 




-2446 j 


3-F-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 


1 1 

! 


-2447 j 


3,4-diF-Ph 


2-MeO-4-Pym 


H 3 N-(CH : b 


' W44S 

l 


3 ? 4-diF-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 


1 1-2449 

t 


3 ? 4-diF-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 


1 1-2450 


3,4-diF-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 )j 


j 1-2451 


3,4-diF-Ph 


2-MeO-4-Pym ! 

i 


1-Azt-(CH 2 ) 3 


! 1-2452 


3,4-diF-Ph | 

r— — — U 


2-McO-4-Pym j 

. i 


1 -P>Td-(CH ; ), 


1-2453 


3,4-diF-Ph | 2-MeO-4-Pym j 


1-Pip-(CH 2 ) 3 


1-2454 


3,4-diF-Ph j 2-MeO-4-Pym j 


l-Mor-(CH 2 ) 3 


1-2455 


3,4-diF-Ph j 2-MeO-4-Pym 


l-Tmor-(CH 2 ) } 


i- 




3,4-diF-Ph j 2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 




3,4-diF-Ph j 2-MeO-4-Pym 


4-Me-1-Piz-(CH 2 ) 3 


1-2458 ; 


3,4-diF-Ph j 2-MeO-4-Pym 

— « L 


3-Azt 
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5 


Compound 

No. 


R 




R 3 




1 1 A 


^ A HiP Ph 

^^-uir Til 


~) \A<*{^\ A Pvrm 

z - ivi ckj-h - r yrn 


1 -XVlC-3--"VZl 




l -Z40U 


^ A HiP Ph 

j ,H-tiir iii 


z - 1 vi eu -4 - r yTTl 


j - 1 y i u 


10 




i A.HiP-Ph 

J ,H-UlI -ill 


z - ivi Cw h -r yni 


1 -Me-VPvrH 




1-Z40^ 


^ A HiP Ph 


z - ivi c \j - 4 - r ym 


H-rip 




1-Z4DJ 


j ,4-Qlr -r n 


z-McVj-4-r ym . 


^ n ^ HaW Pin^ 


15 


1-Z404 


-5 A HiP PVi 

3,4-Gir-rn 


z-{vievj-4-r ym 


i -rvie-4-rip 




l-Z4o_> 


A HiP Pk 

3,4-air-r n 


z - ivi eu-4- r ym 


1 \/ie> A i'i A Ar>\4 Pir»\ 




I-Z400 


3,4-Qlr-rn 


z - ivi eu-4 - r ym 


l-riz 


20 


I -z40 / 


i /i a:v DVi 
^,4-air-rn 


z-Me<J-4-rym 


a \a i p;-» 




1 ">4£C 
1 -Z4t>o 


3,4-air-rn 


z-Meu-4-r ym 


4-ryr 




1 ~) A AO 


3,4-Glr-rn 


z-McvJ-4-r ym 


1 Din- 


oc 


1 ~) 1 "7 A 

1-Z4 /U 


3,4-dir-rn 


z - ivi eu-4 - r ym 


4-rym 




1 -z4 / j 


3,4-air-rn 


z-MeU-4-rym 






1 -Z4 /z 


3,4-air-rn 


O Nil a A A D<m-t 

z-ivievj-4-r ym 


1 Dio-/l ^"I-X 


o r\ 
Jl/ 


l -z4 / _S 




2-MeU-4-rym 


1 -MC- jS-ryra-L rl2 




l-z4 /4 


3,4-dir-rn 


z - M eu-4 - r ym 


4-rip-Cri2 




1-Z4 / 3 


"5 /i Ail? DU 

3,4-dir-rn 


i-McU-4-rym 


1 K 4 ^ A D ' _ I 1 

I -Me-4-Fip-CH2 


-JO 


1 "M"7A 
1-Z4 /0 


3,4-dir-rn 


z - IVj e\j-4 - r ym 






1 ~) ATI 
1 -Z4 / / 


4 A J TT PV» 


z-ivie\j-4-r ym 


4-ryr-\wrl2 




1 ?A75 
1 -Z4 / fi 


■a /i h;p pu 


Z- Ivi CU-4-ryni 


j-ryr-L.H2 


40 


1 -Z4 / y 


^ A.HiP.PH 


z - ivj e\^-4 -f yrn 


A Pxrm PT4 

4-rym-Vwri: 




1 -Z4oU 


1 A HiP PVi 


0 K,4 A P*rrw-» 

Z-IV1CL/-4-I ym 


j-ryni-Lli] 




1 -Z4o 1 


1 A HiP PK 


z - ivi c V-/-4- r ym 




45 


1 ? d.R'* 

1 *ZHO*. 


J>-\~ 1-r 11 


z-ivi cv^-^t-i yni 








^ PI PVi 


z- ivi cu-4-rVni 


IVI eiN ii -{ C rl 2 ;2 




1-2484 


3-Cl-Ph 


2-MeO-4-Pvm 

^ l»*WV^ ■ ■* Till 




SO 


1-2485 


3-Cl-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 )3 




1-2486 


3-Cl-Ph 


2-MeO-4-Pym 


1-A7.t-(CH;) 3 




1-2487 


3-Cl-Ph 


2-MeO-4-Pym 


l-Pyrd-(CH 2 ) 3 


55 


1-2488 


3-Cl-Ph 


2-MeO-4-Pym 


L-Pip-(CH 2 ) 3 
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Compound 

| No. 


i 


R 3 


J-24&9 


3-Cl-Ph 2-MeO-4-Pym 

i 


l-Mor-(CH 2 ) 3 


, I -249U 


3-CI-Ph • 2-MeO-4-Pym 


l-Tmor-(CH : ) ? 


1-2491 


:>-Cl-Ph | 2-MeO-4-Pym 


1-Piz-(CH ; ) 3 


i 1-2492 


3-Cl-Ph | 2-MeO-4-Pym 


4-Me-l-Piz-(CH : ), 


: 1-2493 

j 


3-Cl-Ph | 2-MeO-4-Pym 


3-Azt 


1 *"> 4 C\ A 

; 1-2494 


3-Cl-Ph j 2-MeO-4-P>Tn 


l-Me-3-Azt 


I i *» jot 

: l-249:> 


3-Cl-Ph . 2-MeO-4-Pym 


3-Pyrd 


i 1-2496 

i _ 


3-U-Ph j 2-MeO-4-Pym 


l-Me-3-Pyrd 


| 1-2497 


3-Cl-Ph j 2-MeO-4-Pyni 


4-Pip 


| 1-2498 


3-Cl-Ph | 2-MeO-4-Pym 


4-(3,4-deH-Pip) 


| 1-2499 


3-Cl-Ph j 2-MeO-4-Pym 


l-Me-4-Pip 


1-2500 


3-Cl-Ph | 2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 


1-2^01 


3-Cl-Ph 


I 2-MeO-4-Pym 


1-Piz 


1 -2d 02 


3-Cl-Ph . 2-MeO-4-Pym 


4-Me-l-Piz 


1-2^03 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pyr 


1 "» C f \ A 

1-2D04 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pyr 


1-2^05 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pyni 


1 -2306 


3-Cl-Ph 


2-MeO-4-Pym 


5-Pym 


1-250/ 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pyrd-CH; 


1 1 C AO 


3-Cl-Ph 


2-MeO-4-Pym 


l-Me-3-P>Td-CH 2 


1 -23U9 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pip-CH; 


1-2MU 


3-Gl-Ph 


2-McO-4-Pym 


l-Mc-4-Pip-CH; 


1 -2 3 1 1 


3-Cl-Ph 


2-MeO-4-Pym 


2-Piz-CH 2 


I -2-> 12 


3-C!-Ph 


2-MeO-4-Pym 


4-Pyr-CH; 


1 "> ^ 1 3 
1 -*L-> 13 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


1-2514 


3-Cl-Ph 


2-MeO-4-Pym 


4-rym-Lri2 


1-2515 


3-Cl-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 


1-2516 


3-Cl-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 


1-2517 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 CH=CH 


1-2518 


4-F-Ph 


4-Pyr 


MeNH-CH 2 CH=CH 
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5 


Compound 
No. 


R 1 




R"' 




i — _/ 1 > 


4-F-Ph 

"T I III 


4-Pvr 


iviwii i v.. r i2v.n v-ii 




i j \j 


4-F-Ph 


4-Pvr 


-> 1 1 p v_ n 2 


in 
10 


1 -75"?] 


4-F-Ph 


4-Pvr 






1 .oo? 
i — — - ~ — 


4-F-Ph 


4-Pvr ■ 






1 '7>?1 


4.F Ph 


4 Pvr 


T (C ^ t ^>f r*a \A (=> -A- P i n 


15 


1-^24 


J.-F Ph 


*+-r yr 


1 A ^ A Pi n 




1 705 


A F Ph 


A. Pvr 


I - AC-«4-(J> ,-+-aer1 - rip) 






4-F Ph 


4-Pvr 


A CW\ 4 Pin 


on 


1 .007" 


4-F Ph 


4-Pvr 


A OT-I 1 \Ar>-A Pi™ 




1 70S 


4 F Ph 


4 Pvr 








4.F Ph 


4-PVT 


In ri2""CiiX 


oc 
iso 


i 7 ^ i n' 


4 F Ph 


4 Pvr 


r yr- v_ ri v vJ ri ) 






4 F Ph 


4 Pvr 


1 P\rr fu/riT-n 
3-1* yr-L-nvUri ) 





i 707 


.l.F-Ph 


4 Pvr 


7 P\rr- PU/AU\ 




30 




A IT Ph 








1 ^ J .JH 


A C OK 
•tT'Ill 


il Pvr 






1 J j _> 


4 F Ph 


<d Pvr 


z,<4,o-trir -tizrs. ri^L.MT 




1.">Or% 


4 F Ph 


4 P vr 
Ht VT 


ivi eo U2 N rl-(L, n 2 )3 






4 F-Ph 


A Pvr 

n-r yr 


1 - IN ^2\^ 112)2"^** !p 




1 ~ — J D a 


4 F_Ph 


4 Pvr 


O C tAtmE /I T~) , 

-i,3,3,r3-tetrar-4-PyT 


40 


i ^ j j 7 


4_F-Ph 

"T 1 ill 


4-Pvr 








4-F-Ph 


4 Pvr 






1-2S41 


4_F-Ph 


4 Pvr 

*+-r yr 




45 


1-2542 


4-F-Ph 

■T"! A 11 


4-Pvr 








4-F-Ph 


4 Pvr 






1-2544 


4-F-Ph 


4-Pyr 


8-Me-3-f2 3-deH-AB0» 


50 


1-2545 ' 


4-F-Ph " 


4-Pyr 


3-ABN 




1-2546 


4-F-Ph 


4-Pyr 


9-Me-3-ABN 




1-2547 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABN) 


55 


1-2548 


4-F-Ph 


4-Pyr 


9-Me-3-(2,3-deH-ABN) 
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i 


Compound 
No. 


R' 


R : i R l ; 

j s 




4-r-rn 


i-NH 2 -4-Pym t H : N-CH,CH=CH j 




4-h-Ph 


2-NH : -4-P>-m ■ MeNH-CH 2 CH=CH j 


1 0<< 1 


4-h-Ph 


2-NH 2 -4-P>tti i Me 2 N-CH 2 CH=CH j 


1-2552 


4-F-Ph 


2-NH 2 -4-Pym j 3-Pip-CH 2 j 


1-2553 


4-F-Ph 


2-NH 2 -4-Pym | l-Me-3-Pip-CH 2 j 


I 

I 

i- 


1-2554 


4-F-Ph 


2-NH 2 -4-Pym j 2-Me-4-Pip 




1-2555 


4-F-Ph 


2-NH 2 -4-Pym ; 2,2,6,6-tetraMe-4-Pip j 

j 


! 


4-F-Ph 


2-NH 2 -4-Pym J l-Ac-4-Pip j 


| 1-2557 


4-F-Ph 


2-NH 2 -4-Pym j l-Ac-4-(3,4-deH-Pip) 




1 1-2558 


4-F-Ph 


2-NH 2 -4-Pym j 4-OH-4-Pip 




j 1-2559 


4-F-Ph 


2-NH 2 -4-Pym | 4-OH- 1 -Me-4-Pip 




1 1-2560 


4-F-Ph 


2-NH 2 -4-Pym j AcNH-(CH 2 ) 3 




: 1-2561 


4-F-Ph 


2-NH 2 -4-Pym | 4-NH 2 -cHx 




i 1-2562 

j 


4-F-Ph 


2-NH 2 -4-Pym 


j 3-Qun 




j 1-2563 


4-F-Ph 


2-NH 2 -4-Pym 


3-(2,3-deH-Qun) 


j 1-2564 


4-F-Ph 


2-NH 2 -4-Pym 


3-ABO 


! 1-2565 


4-F-Ph 


2-NH 2 -4-Pym 


S-Me-3-ABO 


i 1-2566 


4-F-Ph 


2-NH 2 -4-Pym 


3-(2,3-deH-ABO) 


i 

L 

i 

i 


1-2567 


4-F-Ph 


2-NH 2 -4-Pym 


S-Me-3-(2,3-deH-ABO) 


1-2568 


4-F-Ph 


2-NH 2 -4-Pym 


3-ABN 


j 1-2569 


4-F-Ph 


2-NH 2 -4-Pym 


9-Me-3-ABN 


| 1-2570 


4-F-Ph 


2-NH 2 -4-Pym 


3-(2,3-deH-ABN) 


! 1-2571 

i 


4-F-Ph 


2-NH 2 -4-Pym 


9-Me-3-(2,3-deH-ABN) 


j 1-2572 


4-F-Ph 


2-MeNH-4-Pym ^ 


H 2 N-CH 2 CH-CH 


j 1-2573 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 CH=CH 


1-2574 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 CH=CH 


1-2575 


4-F-Ph 


2-MeNH-4-Pym "| 


3-Pip-CH 2 


1-2576 


4-F-Ph I 


2-MeNH-4-Pym 


l-Me-3-Pip-CH 2 


1-2577 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-Pip 


1-2578 


4-F-Ph j 2-MeNH-4-Pym 


2,2,6,6-tetraMe-4-Pip 
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5 


Compound 

No. 


R' 








1 -ZD / ^ 


4-F-Ph 

*r-F ill 


z - ivi c in n — + - r yin 


1 - Ar« 1-Pir» 
I +- rip 






A F Ph 


1 MpMT4 A Pvtti 


i -/AL-H-^j^-ucn-ripj 


10 


I -2 JO J 


d F Ph 


z*ivic jn n-*T-r viii 






1 "Z JOi. 


A F Ph 


z ivi c in n -*r - r viii 


4-OW-1 -Mp-4-Pin 
M- wn i ;vi c i H 






d F PH 


z-rvieiNn-4-r yni 


/\uiNn-^v^ri2 73 


75 


1 ")f Q 4 

1 -2jo4 


4 F PH 

4-r-rn 


7 IvIpKIH A P\rm 

z - rvi e i\n - r yni 






1 -Zj>co 


/l P DU 

4-r -in 


z - ivi c in ri-4 - r yn i 


"5 Our, 

3-ijjun 




1-2580 


4-r-rn 


z - ivi e In n -4 - r yrn 


j-^z,o-cierl-v^un) 


20 




4-r-r*n 


z-MeiNri-H-r yrn j 


1 ADA 




1-2588 


/I P DU 

4-r-rn 


z - ivi eN H -4- r ym 


o-Me-3-ArJU 




i-zosy 


A P DU 

4-r-rn 


z-ivierN n-4-r yrn 




25 


i -z>yu 


/l "C DU 

4-r-rn 


z - rvi cin ri -4 - r ym 


o-JVie- j~vZ, 5 -Q£ri- J\t>KJ ) 




1 -Z !>V 1 


/< p r>U 
4-r-rn 


Z-MelNri-4-r yrn 


1 A DX1 

3-AJdN 




1 **> 

1 -SjyZ 


A p DU 

4-r-rn 


z - ivi e in ri -4 - r yni 


Q K/lo 1 A DK! 

V-rvie- j-/\oin 


30 




A p DL 

4-r-rn 


z - m e in n -4 - r yrn 


^-(Z^-ueri- A bsrvj) 




i-2jy4 


A p DU 

4-r-rn 


Z-MeNn-4-rym 


V-Me-j-(z,J-aeri-Ai5I\ ) 






4-F-Ph 
"t r in 


^-"RnMT-l -Z-P\rr 
_ - d i UN n -*+ r yi 


r lp 


35 


1-2596 


4-F-Ph 


^-BnNH-4-Pvr 


4-H 4-deH-Pin^ 




1-2597 


4-F-Ph 


7 -BnNH-4-Pvm 

* 1* ~ A Jl J. Till 


4-Pip 




1-2598 


4-F-Ph 


^-BnNH-4-Pvm 


4-C3 4-deH-PitO 


40 


1-2599 


4-F-Ph 


*- i>iv uiii ii *r r ji 


4-Pip 




1-2600 


4-F-Ph 

"T"l 1 11 


— -^vjl-]v it. - Dii.N n j-4-ryr 


f*^,H-ucn-r ip ) 






A F Ph 

4-r -rn 


n / M 0 Dt"»XJT-4\ A D<im-t 

z-^ -rwe-rinrsrij-4-.rym 


4-rlp 


45 


i ?fifp 

1 "iUui. 


4 F Ph 


z-^ -lvie-DniN n ^-H-r ym 


j,*+-aeri-r ip) 






^ f^l Ph 


z-i5ruNri-4-r^T 


^1 Pir» 

H-rip 




1-2604 


VCUPh 


7-BnNH-4-Pvr 

i LJlliill " f VI 


*T V-ltll-JT ipj 


50 


1-2605 


3-Cl-Ph 


2-BnNH-4-Pym- 


4-Pip 




1-2606 


3-Cl-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 




1-2607 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pyr 


4-Pip 


55 


1-2608 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 
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Compound 

No. 


R 1 




R 3 


1-2609 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pyni 


4-Pip 


1-2610 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pym 


4-(3,4-deH-Pip) 


I-2611 


3-CF 3 -Ph 


2-BnNH-4-Pyr 


4-Pip 


1-2612 


3-CF 3 -Ph 


2-BnNH -4-Pyr 


4-(3,4-deH-Pip) 


I-2613 


3-CF,-Ph 2-BnNH-4-Pym 


4-Pip 


1-2614 


j 3-CF,-Ph 

4 


^-BnMH-4-Pvm 


4-(3,4-deH-Pip.) 


1-2615 ! 3-CF 3 -Ph 
i 




4-Pip 


1-2616 | 3-CF^-Ph 

i 


0-( -Mp.RnMW^ A P\-r 
V ivicljiiin n j-H-r yr 


4-(3,4-deH-Pip) 


1-2617 | 3-CF,-Ph 


!-( -Me-Rn\TW\ A Pvrm 

\ iwc-DiiiNri )~^-r yu\ 


4-Pip 


1-2618 j 3-CF,-Ph 

! 


~ V ~ivic-Dni\!ri ryiu 


4-(3,4-deH-Pip) 


1-2619 j 4-F-Ph 


4-Pvr 


2-lsTH 2 -4-Pym 


1-2620 j 4-F-Ph 


4-Pvr 


2-MeNH-4-Pym 


1-2621 


i 4-F-Ph 


4-Pvr 


2-NH 2 -4-Pyr 


1-2622 


4-F-Ph 


4-Pvr 


2-MeNH-4-Pyr 


1-2623 


4-F-Ph 


4-Pvr 


H 2 N-CH 2 C(Me) 2 CH 2 


1-2624 


4-F-Ph 


4-Pvr 


MeNH-CH 2 C(Me) 2 CH 2 


1-2625 j 4-F-Ph 


4-Pvr ! 


EtNH-CH 2 C{Me) 2 CH: 


1 -2626 


4-F-Ph 


4-Pyr 


Me 2 N-CH : C(Me) 2 CH2 


1-2627 


4-F-Ph 


4-Pyr 


3-(3,4-deH-Pip) 


1-2628 


4-F-Ph 


4-Pyr 


l-Me-3-(3,4-deH-Pip) 


1-2629 


4-F-Ph 


4-Pyr 


l-Et-4-(3,4-deH-Pip) 


1-2630 


4-F-Ph 


4-Pyr 


l-Pr-4-<3,4-deH-Pip) 


1-2631 


4-F-Ph 


4-Pyr 


l-Pr-4-Pip 


1-2632 


4-F-Ph 


4-Pyr 


l-iPr-4-(3,4-deH-Pip) 


1-2633 


4-F-Ph 


4-Pyr 


l-iPr-4-Pip 


1-2634 


4-F-Ph 


4-Pyr 


l-Bu-4-(3,4-deH-Pip) 


1-2635 


4-F-Ph 


4-Pyr 


MBu-4-(3,4-deH-Pip) 


1-2636 


4-F-Ph 


4-Pyr 


l-Pn-4^3 > 4-deH-Pip) 


1-2637 


4-F-Ph 


4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


1-2638 


4-F-Ph 


4-Pyr 


l-Hp-4-(3,4-deH-Pip) 
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Compound 

No. 


R 




R 3 




1-2639 


4-F-Ph 


4-Pyr 


l-Oc-4-(3,4-deH-Pip) 




1-2640 


4-F-Ph 


4-Pyr 


l-Nn-4-(3,4-deH-Pip) 


10 


1-2641 


4-F-Ph 


4-Pyr 


l-cPr-4-(3 ? 4-dcH-Pip) • • 




1-2642 


4-F-Ph 


4-Pyr 


l-cPn-4-(3,4-deH-Pip) 




1-2643 


4-F-Ph 


4-Pyr 


l-cHx-4-(3,4-deH-Pip) 


15 


1-2644 


4-F-Ph 


4-Pyr 


l-Bn-4-(3,4-deH-Pip) 




1-2645 


4-F-Ph 


4-Pvr 


l-Phet-4-(3 4-deH-PiD) 




1-2646 


4-F-Ph 


4-Pyr 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 


20 


1-2647 


4-F-Ph 


4-Pvr 






1-2648 


4-F-Ph 


4-Pyr 


l-AIlyl-4-(3,4-deH-Pip) 


25 . 


1 -2649 


4-F-Ph 


4-Pvr 




1-2650 


4-F-Ph 


4-Pyr 


2.2.6,6-tetraMe-4-(3,4-deH- 
Pip) 


30 


1-2651 


4-F-Ph 


4-Pyr 

• - 


1 .2.2.6.6-penlaMe-4-(3,4-deH- 
Pip) 




1-2652 


4-F-Ph 


4-Pyr 


1 .2,2,6,6-pentaMe-4-Pip 


35 


1-2653 


4-F-Ph 


4-Pyr 


7-(l,2,3,5,6 ; 8a-hexaH-Ind) 


1-2654 


4-F-Ph 


4-P\T 


7-(l,2,3,5,8,8a-hexaH-lnd) 




1-2655 


4-F-Ph 


4-Pyr 


7-octaH-Ind 


40 


1-2656 


4-F-Ph 


4-Pyr 


8-( 1 ,3,4,6,7,9a-hcxaH-2H-Qui) 


1-2657 


4-F-Ph 


4-Pyr 


8-(l,3,4,6,9.9a-hexaH-2H-Qui) 




1-2658 


4-F-Ph 

• 


4-Pyr 


8-octaH-Qui 


45 


1-2659 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 




1-2660 


4-F-Ph 


4-Pyr 


1 ,2.2-triMe-4-(3,4-deH-Pip) 




1-2661 


4-F-Ph 




4-Pyr 


2.2-diMe-4-(4,5-deH-Pip) 


50 


1-2602 


4-F-Ph 

• 


4-Pyr 


1 ,2,2-tnMe-4-(4,5-deH-Pip) 


1-2663 


4-F-Ph 


4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 




1-2664 


4-F-Ph 


4-Pyr 


l ,2,6-triMe-4-(3,4-deH-Pip) 


55 


1-2665 


4-F-Ph 


4-Pyr 


2-Me-4-(3,4-deH-Pip) 


1-2666 


4-F-Ph 


4-Pyr 


l,2-diMe-4-(3,4-deH-Pip) 
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Compound 

No. 


R 1 


! 
1 

! R : 
! 

i 






1-2667 


4-F-Ph 


1 4-Pyr 


1 -Et-2-Me-4-(3,4-deH-Pip) 




1 -2668 


4-F-Ph 


I 4-Pyr 


1 -Pr-2-Me-4-(3,4-deH-Pip) 




1-2669 


4-F-Ph 


I 4-Pyr 

i 


l-Bu-2-Me-4-(3.4-deH-Pip) 




1-2670 


4-F-Ph 


i 4-Pyr 


1 -Phet-2-Me-4-(3,4-deH-Pip) 




1-2671 


4-F-Ph 


! 4 -p>t 


2-Et-4-(3,4-deH-Pip) 




1-2672 


4-F-Ph 


i 4-Pyr 

— * 


1 -Me-2-El-4-(3,4-deH-Pip) 




1-2673 


4-F-Ph 


! 4-Pyr 


l,2-diEt-4-(3,4-deH-Pip) j 




1-2674 


4-F-Ph 


! 4-Pyr 


l-Pr-2-Et-4-(3,4-deH-Pip) 




1-2675 


4-F-Ph 


! 4-Pyr 


I-Bu-2-Et-4-(3,4-deH-Pip) 




1-2676 


4-F-Ph 


! 4 -Pyr 


1 -Phet-2-Et-4-(3,4-deH-Pip) 


I 

r 


1-2677 


4-F-Ph 


j 4-Pyr 


2-Pr-4-(3,4-deH-Pip) H 


i 

r 


1-2678 


4-F-Ph 

■ 


1 4-Pyr 


1 -Me-2-Pr-4-(3,4-deH-Pip) 


| 1-2679 


4-F-Ph 


! 4-P>t 


l-Et-2-Pr-4-(3,4-deH-Pip) j 


i 1-2680 
i 


4-F-Ph 


! 4-Pyr 


l,2-diPr-4-(3,4-deH-Pip) 


! 1-2681 

i 


4-F-Ph 


| 4-Pyr 


l-Bu-2-Pr-4-(3,4-deH-Pip) j 


| 1-2682 


4-F-Ph 


| 4-Pyr 


1 -Phet-2-Pr-4-(3 ,4-deH-Pip) 


j 1-2683 


4-F-Ph 


j 4-Pyr 


2-Bu-4-(3,4-deH-Pip) j 


| 1-2684 


4-F-Ph 


! 4-Pyr 


1 -Me-2-Bu-4-(3,4-deH-Pip) 


: 1-2685 


4-F-Ph 


4-Pyr 


l-Et-2-Bu-4-(3.4-deH-Pip) 1 


| 1-2686 

i 


4-F-Ph 


| 4-Pyr 


1 -Pr-2-Bu-4-(3,4-dcH-Pip) 


! 1-2687 

I 


4-F-Ph 


| 4-Pyr 


1.2-diBu-4-(3,4-deH-Pip) | 


I 1-2688 

i 


4-F-Ph 


j 4-Pyr 


1 -Phet-2-Bu-4-(3 ,4-deH-Pip) 


I 1-2689 

i 


4-F-Ph 


| 4-Pyr 


2-Allyl-4-(3,4-deH-Pip) ] 


! 1-2690 
1 


4-F-Ph 


i 4-Pyr 

i — - 


1 -Me-2-AUyl-4-(3,4-deH-Pip) 


! 1-2691 

i 


4-F-Ph 


4-Pyr 


1 -Et-2-Allyl-4-(3,4-deH-Pip) 


1-2692 


4-F-Ph 


1 4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) | 


1-2693 


4-F-Ph 


4-Pyr 


l-Bu-2-Allyl-4-(3,4-deH-Pip) | 


1-2694 


4-F-Ph 


4-Pyr 


1 -Phet-2-Allyl-4-(3,4-deH-Pip) 


1-2695 


4-F-Ph 


4-Pyr 


2-Bn-4-(3,4-deH-Pip) 1 


1-2696 


4-F-Ph 


4-Pyr 


l-Me-2-Bn-4-(3,4-deH-Pip) j 
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R 3 

XV. 




1-2697 


4-F-Ph 


4-Pyr 


l-Et-2-Bn-4-(3,4-deH-Pip) 




1-2698 


4-F-Ph 


4-Pyr 


1 -Pr-2-Bn-4-(3,4-deH-Pip) 


10 


1-2699 


4-F-Ph 


4-Pyr 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 




1-2700 


4-F-Ph 


4-Pyr 


1 -Phct-2-Bn-4-(3.4-UeH-Pip) 




1-2701 


4-F-Ph ' 


4-P>T 


2-Phet-4-(3,4-deH-Pip) 


15 


1-2702 


4-F-Ph 


4-Pyr 


l-Me-2-Phei-4-(3,4-deH-Pip) 




1-2703 


4-F-Ph 


4-Pyr 


1 -Et-2-Phet-4-(3.4-deH-Pip) 




1-2704 


4-F-Ph 


4-Pyr 


1 -Pr-2-Phet-4-(3 ? 4-deH-Pip) 


20 


1-2705 


4-F-Ph 


4-Pyr 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 




1-2706 


4-F-Ph 


4-Pyr 


1 ,2-diPhet-4-(3,4-deH-Pip) 




1-2707 


4-F-Ph 


4-Pyr 


2-Me-4-(4,5-deH-Pip) 


25 


1-2708 ' 


4-F-Ph 


4-Pyf 


l,2-diMe-4-(4,5-deH-Pip) 




1-2709 


4-F-Ph 


4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 




1-2710 


4-F-Ph 


4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


30 


1-271 1 


4-F-Ph 


4-P}T 

• 


1 -Bu-2-Me-4-(4,5-deH-Pip) 




1-2712 


4-F-Ph 


4-Pyr 


1 -Phet-2-Me-4-(4.5-deH-Pip) 




1-2713 


4-F-Ph 


4-Pyr 


2-Et-4-(4,5-deH-Pip) 


35 


1-2714 


4-F-Ph 


4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 




1-2715 


4-F-Ph 


4-P>T 


l,2-diEt-4-(4,5-deH-Pip) 




1-2716 


4-F-Ph 


4-P>T 


1 -Pr-2-Et-4-(4,5-dcH-Pip) 


40 


1-2717 


4-F-Ph 


4-Pyr 


1 -Bu-2-Et-4-(4,5-deH-Pip) 




1-2718 


4-F-Ph 


4-Pyr 


1 -Phet-2«Et-4-(4,5-deH-Pip) 




1-2719 


4-F-Ph 


4-Pyr 


2-Pr-4-(4,5-deH-Pip) 


45 


1-2720 


4-F-Ph 


4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 




1-2721 


4-F-Ph 


4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) 




1-2722 


4-F-Ph 


4-Pyr 


l,2-diPr-4-(4,5-deH-Pip) 


SO 


1-2723 


4-F-Ph 


4-Pyr 


1 -Bu-2-Pr-4-(4,5-deH-Pip) 




1-2724 


4-F-Ph 


4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 




1-2725 


4-F-Ph 


4-Pyr 


2-Bu-4-(4,5-deH-Pip) 


55 


1-2726 


4-F-Ph 


4-Pyr 


l-Me-2-Bu-4-(4,5-deH-Pip) 
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i 

Compound 

No. 


R 1 




p 5 

IN. 






i -272 7 


4-F-Ph 


. 4-Pyr 


1 -Et-2-Bu-4-(4.5-deH-Pip) 


10 




1-2728 


4-F-Ph 


. 4-P> T 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 




1-2729 


| 4-F-Ph 


; 4-Pyr 


1 .2-diBu-4-(4.5-deH-Pip) 






1-2730 


4-F-Ph 


1 4 "P>T 


1 -Phei-2-Bu-4-(4,S-deH-Pip) 


15 


1 

r 


1-2731 


j 4-F-Ph 


; 4-P>t 


j 2-Ally!-4-(4.5-deH-Pip) 


! 

r 


1-2732 


j 4-F-Ph 


. 4-P>T 


j l-Me-2-Allyl-4-(4,5-deH-Pip) 




■ 


1-2733 


| 4-F-Ph 


. 4-Pyr 


1 l-Et-2-Allyl-4-(4.5-deH-Pip) 


20 


; 


1-2734 


1 4-F-Ph 


. 4-Pyr 


1 -Pr-2-Allyl-4-(4,5-deH-Pip) 




1-2735 


4-F-Ph 


4-P>T 


1 -Bu-2-AUyl-4-(4,5-deH-Pip) 




i 


1-2736 


4-F-Ph 


4-P>T 


]-Phet-2-AIIyl-4-(4.5-deH-Pip) 


25 


! 


1-2737 


4-F-Ph 


, 4-Pyr 


2-Bn-4-(4,5-deH-Pip) 


i 


1-2738 


4-F-Ph 


. 4 -Pyr 


1 -Me-2-Bn-4-(4,5-deH-Pip) 




1 


1-2739 


4-F-Ph 


. 4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 


30 




1-2740 


4-F-Ph 


j 4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 


i 


1-2741 


4-F-Ph 


j 4-Pyr 


l-Bu-2-Bn-4-(4.5-deH-Pip) 




i 1-2742 


4-F-Ph 


• 4-Pyr 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 




1-2743 


4-F-Ph 


i 4-Pyr 


2-Phet-4-(4,5-deH-Pip) 


35 


1 -2744 


4-F-Ph 


' 4-Pyr 

1 


1 -Me-2-Phet-4-(4,5-deH-Pip) 




1-2745 


4-F-Ph 


1 4-P> T 


1 -Et-2-Phet-4-(4,5-deI I-Pip) 




1-2746 


4-F-Ph 


| 4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 


40 


1-2747 


4-F-Ph 


i 4-Pyr 


I -Bu-2-Phet-4-(4,5-deH-Pip) 




1-274S 


4-F-Ph 


i 4-P >T T 

i 1 


1 ,2-diPhet-4-(4,5-deH-Pip) 






-2/49 


4-F-Ph 


j 2-NH : -4-Pym | 
i L 


H 2 N-CH : C(Me) ; CH 2 


45 


l-27:>0 


4-F-Ph 


2-NH : -4-Pym j 


MeNH-CH 2 C(Me) 2 CH 2 




1-2751 


4-F-Ph 


2-NH 2 -4-Pym | EtNH-CH 2 C(Me)>CH 2 




I 


-2752 


4-F-Ph 


2-NH : -4-Pym j Me 2 N-CH 2 C(Me) 2 CH 2 


50 


1 


-2753 


4-F-Ph 


2-NH 2 -4-Pym j 


3-(3,4-deH-Pip) 




1-2754 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-(3,4-deH-Pip) 




1-2755 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-(3,4-deH-Pip) 


55 


1-2756 


4-F-Ph 


2-NH>-4-Pym 


l-Pr-4-(3,4-deH-Pip) 
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R 1 


R 2 


R* 




1-27} / 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-Pip 




1-275S 


4-F-Ph 


2-N r H : -4-Pym 


l-iPr-4-(3,4-deH-Pip) | 


10 




1-2759 


4-F-Ph 


2-NH 2 -4-Pym 


l-iPr-4-Pip 




1-2760 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-4-(3,4-deH-Pip) 




1-2761 


4-F-Ph 


2-NH 2 -4-Pym 


MBu-4-(3,4-deH-Pip) 


15 


1-2762 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pn-4-(3,4-deH-Pip) 




1-2763 


4-F-Ph 


2-NH 2 -4-Pym , 


l-Hx-4-(3,4-deH-Pip) 




1-2764 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hp-4-(3,4-deH-Pip) 


20 


1-2765 


4-F-Ph 


2-NH 2 -4-Pym 


l-Oc-4-(3,4-dcH-Pip) 




1-2766 


4-F-Ph 


2-NH 2 -4-Pym 


l-Nn-4-(3,4-deH-Pip) 




1-2767 


4-F-Ph ' 


2-NH 2 -4-Pym 


l-cPr-4-(3,4-deH-Pip) 


25 


1-2768 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPn-4-(3,4-deH-Pip) 


- 


1-2769 


4-F-Ph 


2-NH 2 -4-Pym 


l-cHx-4-(3 ? 4-deH-Pip) 




1-2770 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-4-(3,4-deH-Pip) 


30 


1-2771 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-4-(3,4-deH-Pip) 




1-2772 


4-F-Ph 


2-NH2-4-Pym 


l-(3-Ph-Pr)-4-(3,4-deH-Pip) 




1-2773 


4-F-Ph 


2-NH 2 -4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


35 . 


1-2774 


4-F-Ph 


2-NH 2 -4-Pym 


l-Allyl-4-(3,4-deH-Pip) 




1-2775 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Propargyl-4-(3 ? 4-deH-Pip) 




1-2776 


4-F-Ph 


2-NH 2 -4-Pym 


2,2 ? 6,6-tetraMe-4-(3,4-dcH- 


40 








Pip) 




1-2777 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2,2.6,6-pentaMe-4-(3,4-deH- 
Pip) 


45 


1-2778 


4-F-Ph 


2-NFi 2 -4-Pym 


1 ^^^-pentaMe^-Pip 




1-2779 


4-F-Ph 


2-KH 2 -4-Pym 


7-( 1 ,2,3,5,6,8a-hexaH-Ind) 




1-2780 


a t— r»i- 

4-F-Ph 


2-NH 2 -4-Pym 


7-( 1,2,3,5, 8, 8a-hexaH-lnd) 


50 


1-2781 


4-F-Ph 


2-NH 2 -4-Pym 


7-octaH-lnd 




1-2782 


4-F-Ph 


2-NH 2 -4-Pym 


8-( 1 ,3,4,6,7,9a-hexaH-2H-Qui) 




1-2783 


4-F-Ph 


2-NH 2 -4-Pym 


8-( 1 ,3,4,6,9,9a-hexaH-2H-Qui) 


55 


1-2784 


4-F-Ph 

i 


2-NH r 4-Pym . 


8-octaH-Qui 
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. No. 


R 1 




1 

! 

i 


A. 


' 1-27S5 


4-F-Ph 


2-NH : -4-Pym 


2,2-diMe-4-(3.4-deH-Pip) 


, 1-27S6 


4-F-Ph 


2-NH;-4-P>Ttl 


1 ,2,2-tnMe-4-(3,4-deH-Pip) 


1 1 -2787 


4-F-Ph 


2-NFJ-4-P>m 


2,2-diMe-4-(4,5-deH-Pip) 


i -2 /Sb 


4-F-Ph 


2-NH ; -4-Pym 


1 ,2,2-tnMe-4-(4,5-deH-Pip) 


.-2/S9 


4-F-Ph 


1 


2-NH;-4-Pyni 


2,6-diMe-4-(3.4-deH-Pip) 


1 -2700 


! 4-F-Ph 


i 

i 


2-NH : -4-Pym 


1 ,2,6-tnMe-4-(3,4-deH-Pip) 


'.-2791 


4-F-Ph 


i 


2-NH;-4-Pym 


1 2-Me-4-(3,4-deH-Pip) 


1-2792 


4-F-Ph 


i 

— r 


2-NH : -4-P> TO 


I l,2-diMe-4-(3,4-deH-Pip) 


'.-2793 


j 4-F-Ph 


i 


2-NH : -4-Pym 


1 -Et-2-Me-4-(3,4-deH-Pip) 


, 1-2794 


4-F-Ph 


1 


2-NH : -4-Pym 


1 -Pr-2-Me-4-(3.4-deH-Pip) 


1 -2795 


4-F-Ph 


j 


2-NH : -4-Pym 

i 


1 -Bu-2-Me-4-(3,4-deH-Pip) 


| 1-2796 


4-F-Ph 


i 


2-NH ; -4-Pym i 


1 -Phet-2-Me-4-(3,4-deH-Pip) 


i 1-2797 
1 


4-F-Ph 




2-NH : -4-Pym . 


2-Et-4-(3,4-deH-Pip) 


1-2795 


4-F-Ph 


j 


2-NH : -4-Pym ; 


1 -Me-2-Et-4-(3,4-deH-Pip) 


1-2799 


4-F-Ph 


j 2-NH : -4-Pym ; 


l,2-diEt-4-(3,4-deH-Pip) 


1-2800 


4-F-Ph 


j 2-NH : -4-Pym j 

-i . - i 


1 -Pr-2-Et-4-(3,4-dcH-P ip ) 


1-2801 


4-F-Ph 


J 


2-NH r -4-Pym , 


l-Bu-2-Et-4-(3.4-deH-Pip) 


1-2S02 


4-F-Ph 


| 2-NH 2 -4-Pym 


1 -Phet-2-El-4-(3,4-deH-Pip) 


1-2803 


4-F-Ph 


| 2-NH : -4-Pym | 


2-Pr-4-(3,4-deH-Pip) 


1-2S04 


4-F-Ph 


2-NH 2 -4-Pym ] 


1 -Me-2-Pr-4-(3,4-deH-Pip) 


1-2805 


4-F-Ph 


| 2-NH : -4-Pym j 


l-Et-2-Pr-4-(3,4-deH-Pip) 


1-2806 


4-F-Ph 


2-NH 2 -4-Pym j 


l,2-d!Pr-4-(3,4-deH-Pip) 


1-2807 


4-F-Ph 


2 


.-NH : -4-Pym ~ \ 


1 -Bu-2-Pr-4-(3.4-deH-Pip) 


1-2806 


4-F-Ph 


2 


-NH;-4-Pym j 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 


1-2809 


4-F-Ph 


2-NH : -4-Pym 


2-Bu-4-(3,4-deH-Pip) 


1-2810 


4-F-Ph 


2 


-NH ; -4-Pym 


1 -Me-2-Bu-4-(3,4-deH-Pip) 


1-2811 


4-F-Ph 


2 


-NH 2 -4-Pym 


l-Et-2-Bu-4-(3,4-deH-Pip) 


1-2812 


4-F-Ph 


2 


-NH : -4-Pym ] 


-Pr-2-Bu-4-(3,4-deH-Pip) 


1-2813 


4-F-Ph 


2-NH 2 -4-Pym ] 


,2-diBu-4-(3,4-deH-Pip) 


1-2814 


t-F-Ph 


2-NH 2 -4-Pym J l 


-Phet-2-Bu-4-(3,4-deH-Pip) 
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Compound 

No. 


R 1 




R 3 




1-2S15 


4-F-Ph 
- 


2-NH : -4-Pyrn 


2-Allyl-4-(3,4-dcH-Pip) 




1-2816 


4-F-Ph 


2-NH:-4-Pym 


1 -Me-2-Aliyl-4-(3,4-deH-Pip) 


70 


1-2817 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Allyl-4-(3,4-deH-Pip) 




1-281 S 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-AIlyl-4-(3,4-deH-Pip) 




1 

1-2819 


4-F-Ph 


— 

2-NH 2 -4-Py™ 


l-Bu-2-Allyl-4-(3,4-deH-Pip) 


15 


1-2820 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phei-2-Allyl-4-(3,4-deH-Pip) 




1-2821 - 


4-F-Ph 


2-NH 2 -4-Pyni 


2-Bn-4-(3,4-deH-Pip) 




1-2822 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Bn-4-(3,4-deH-Pip) 


20 


1-282? 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Bn-4-(3 ? 4-deH-Pip) 




1-2824 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




1-2825 


4-F-Ph 


2-NH 2 -4-Pynv 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 


25 • 


1-2826 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 




1-2827 


4-F-Ph 


2-NH : -4-Pym 


2-Phet-4-(3,4-dcH-Pip) 




1-2828 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 




1-2829 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




1-2830 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Phet-4-(3,4-deH-Pip) 




1-2831 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 


35" 


1-2832 


4-F-Ph 


2-NH 2 -4-Pym - 


1 ,2-diPhet-4-(3,4-deH-Pip) 




•1-2833 


4-F-Ph 


2-NH 2 -4-Pym 


2-Me-4-(4,5-deH-Pip) 




1-2834 


4-F-Ph 


2-NH 2 -4-Pym 


l,2-diMe-4-(4,5-deH-Pip) 


40 


1-2835 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Me-4-(4,5-deH-Pip) 




1-2836 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Mc-4-(4.5-deH-Pip) 




1-2837 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Me-4-(4;5-deH-Pip) 


45 


1-2838 


4-F-Ph 


2-\ r H : -4-Pym 


l-Phet-^-Me^-f^ 5-deH-PiD^ 




1-2839 


4-F-Ph 


2-NH 2 -4-Pym 


2-Et-4-(4 S-deH-Pirrt 




1-2840 


4-F-Ph 


2-N r H 2 -4-Pym 


1 -Mc-2-Et-4-(4,5-dcH-Pip) 


50 


1-2841 


4-F-Ph 


2-NH 2 -4-Pym 


1.2-diEt-4-(4,5-deH-Pip) 




1-2842 


4-F-Ph 


2-NH 2 -4-Pyrn 


1 -Pr-2-Et-4-(4,5-deH-Pip) 




1-2843 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Et-4-(4.5-deH-Pip) 


55 


1-2844 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Et-4-(4,5-deH-Pip) 
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Compound 
No. 


R 1 


i 

! R 2 


i 
i 

D - 


1-2845 


4-F-Ph 


| 2-NH 2 -4-Pym 


] 2-Pr-4-(4,5-deH-Pip) 


1-2846 


4-F-Ph 


j 2-NH : -4-Pym 


I l-Me-2-Pr-4-(4,5-deH-Pip) 


1-2847 


4-F-Ph 


j 2-NH 2 -4-Pym 


| l-Et-2-Pr-4-(4,5-deH-Pip) 


1-2848 


4-F-Ph 


| 2-NH : -4-Pym 


| l,2-diPr-4-(4,5-deH-Pip) 


1-2849 


4-F-Ph 


j 2-NH 2 -4-Pym 


j l-Bu-2-Pr-4-(4,5-deH-Pip) 


1-2850 


4-F-Ph 


j 2-NH 2 -4-Pym 


1 -Phet-2-Pr-4-(4.5-deH-Pip) 


1-2851 


4-F-Ph 


j 2-NH 2 -4-Pym 


2-Bu-4-(4,5-deH-Pip) 


1-2852 

i 


4-F-Ph 


| 2-NH 2 -4-Pym 


1 -Me-2-Bu-4-(4,5-deH-Pip) 


; 1-2853 


4-F-Ph 


j 2-NH 2 -4-Pym 


! l-Et-2-Bu-4-(4,5-deH-Pip) 


i 1-2854 


4-F-Ph 


i 2-NH 2 -4-Pym 


! l-Pr-2-Bu-4-(4,5-deH-Pip) 


i 1-2855 


4-F-Ph 


| 2-NH 2 -4-Pym 


| 1.2-diBu-4-(4,5-deH-Pip) 


i 1-2856 


4-F-Ph 


j 2-NH 2 -4-Pym 


j l-Phet-2-Bu-4-(4,5-deH-Pip) 


i 1-2857 

t 


4-F-Ph 


j 2-NH 2 -4-Pym 


i 2-AIIy]-4-(4,5-deH-Pip) 

i _ 


j 1-285S 


4-F-Ph 


| 2-NH 2 -4-Pym 


j l-Me-2-AUyl-4-(4,5-deH-Pip) 


i 1-2859 

i 


4-F-Ph 


| 2-NH 2 -4-Pym 


l-Et-2-AUyl-4-(4.5-deH-Pip) 


1-2860 


4-F-Ph 


j 2-NH 2 -4-Pym 


1 -Pr-2-Allyl-4-(4,5-deH-Pip) 


1-2861 


4-F-Ph 


i 2-NH : -4-Pym 


1 -Bu-2-Allyl-4-(4,5-deH-Pip) 


1-2862 


4-F-Ph 


j 2-NH;-4-P>TO 


1 -Phet-2-Allyl-4-(4,5-deH-Pip) 


1-2863 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-(4,5-dcH-Pip) 


1-2864 


4-F-Ph 


2-NH;-4-Pym 


1 -Me-2-Bn-4-(4,5-deH-Pip) 


1-2865 


4-F-Ph 


2-NH 2 -4-Pym ; 


1 -Et-2-Bn-4-(4,5-deH-Pip) 


1-2866 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 


1-2867 


4-F-Ph 


2-NH 2 -4-Pym j 


l-Bu-2-Bn-4-(4,5-deH-Pip) 


1-2868 


4-F-Ph 


2-NH 2 -4-Pym j 


1 -Phct-2-Bn-4-(4,5-deH-Pip) 


1-2869 


4-F-Ph 


2-NH 2 -4-Pym 


2-Phet-4-(4,5-deH-Pip) 


I / \J 




2-NH 2 -4-Pym 


1 -Me-2-Phet-4-(4,5-deH-Pip) 


1-2871 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Phet-4-(4,5-deH-Pip) 


1-2872 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 


1-2873 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Phct-4-(4,5-deH-Pip) 


1-2874 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2-diPhet-4-(4,5-deH-Pip) 
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Compound 
No. 


R 1 

j 


R : 


i 

R 3 




1-2875 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH;C(Me) : CH2 




1-2876 


4-F-Ph j 


2-MeNH-4-Pym 


MeNH-CH ; C(Me) : CH 2 


10 


1-2877 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH : C(Me) 2 CH: 




1-2878 


4-F-Ph 


2-MeNH-4-Pym- 


Me2K-CH 2 C(MebCH: 


I 


1-2879 


4-F-Ph | 


2.McKH-4-P>iti 


3-(3,4-deH-Pip) 


75 


1-2880 


4-F-Ph j 


2-MeNH-4-P-ym 


l-Me-3-{3,4-deH-Pip) 




1-2881 


4-F-Ph i 


2-MeNH-4-Pym 


l-Et-4-(3,4-deH-Pip) 




1-2882 


4-F-Ph ! 


2-MeNH-4-Pym 


l-p r -4-(3,4-deH-Pip) 


20 ! 1-2883 


4-F-Ph 

i 


2-MeKH-4-Pym 


l-Pr-4-Pip 




1-2884 


4-F-Ph 


2-MetvH-4-Pym 


l-iPr-4-(3,4-deH-Pip) 


■ 


1-288.5 


4-F-Ph 


2-MeNH-4-Pym 


1 -iPr-4-Pip 


25 


1-2886 . 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-4-(3,4-deH-Pip) 




1-2887 


4-F-Ph 


2-MeNH-4-Pym 


MBu-4-(3,4-deH-Pip) 




1-2888 


4-F-Ph 


2-MeNH-4-Pym 


l-Pn-4-(3,4-deH-Pip) ' 


30 


1-2889 


4-F-Ph 


2-MeNH-4-Pym 


l-Hx-4-(3,4-deH-Pip) * 




1-2890 


4-F-Ph 


2-MeNH-4-Pym 


l-Hp-4-(3,4-deH-Pip) 




1-2891 


4-F-Ph 


2-MeNH-4-Pym 


1 -Oc-4-(3,4-deH-Pip) 


35 


1-2892 


4-F-Ph 


2-MeNH-4-Pym 


l-Nn-4-(3,4-deH-Pip) 




1-2893 


4-F-Ph 


2-MeNH-4-Pym 


l-cPr-4-(3,4-deH-Pip) 




1-2894 


4-F-Ph 


2-MeNH-4-Pym 


l-cPn-4-(3,4-deH-Pip) ■ 


40 


1-2895 


4-F-Ph 


2-MeNH-4-Pym 


l-cHx-4-(3,4-deH-Pip) 




1-2896 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-(3,4-deH-Pip) 




1-2897 . 


4-F-Ph 


2-MeNH-4-Pym 


l-Phct-4-(3,4-deH-Pip) 


45 


1-2898 


4-F-Ph 


2-MeNH-4-Pym 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 




1-2899 . 


4-F-Ph 


2-MeNH-4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




1-2900 


4-F-Ph 


2-MeNH-4-Pym 


l-Allyl-4-(3,4-deH-Pip) 


SO 


1-2901 


4-F-Ph 


2-MeNH-4-Pym 


1 -Propargyl-4-(3,4-deH-Pip) 




1-2902 


4-F-Ph 


2-MeNH-4-Pym 

- 


2,2,6,6-tetraMe-4-(3,4-deH- 
Pip) 


55 
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Compound 

No. 

i 


1 

R 1 


R 2 


In. 


j 1-2903 

i 
i 


4-F-Ph 


2-MeNH-4-Pym 


1 .2.2,6.6-pentaMe-i-(3.4-deH- 
Pip) 


' 1-2904 

l 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2.2,6,6-pentaMc-4-Pip 


I 1-2905 

l 


4-F-Ph 


2-McNH-4-Pym 


7-(l,2,3,5,6,8a-hexaH-Ind) 


1 1-2906 
1 


4-F-Ph 


2-MeNH-4-Pym 


7-(l.2,3,5.8.Sa-hexaH-Ind) 


i 1 IQOl 
i -iVU/ 


^1 P PVi 


2-MeNH-4-Pym 


7-octaH-Ind 






2-MeNH-4-Pyrn 


8-(l,3,4,6.7.9a-hexaH-2H-Qui) 


1-2909 


4-F-PVi 
*+-r -rn 


2-MeNH-4-Pyrn 


8-( l ,3,4,6,9,9a-hexaH-2H-Qui) 


1-2910 


4-F-Ph 


2-MeNH-4-Pym 


8-octaH-Qui 




d-F Ph 


2-MeNH-4-Pyrn 


2,2-diMe-4-(3.4-deH-Pip> 


1-2912 


4-F-Ph 


2-MeNH-4-Pym 


l,2.2-triMe-4-(3,4-deH-Pip) 


1-2913 


4-F-Ph 


2-MeNH-4-Pym 


2,2-diMe-4-(4 v 5-deH-Pip> 


1 1-2914 

1 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2.2-triMe-4-(4,5-deH-Pip) 


1-2915 


4-F-Ph 


2-MeNH-4-Pym 


2,6-diMe-4-(3,4-deH-Pipi 


1-2916 


4-F-Ph 


2-McNH-4-Pym 


l,2,6-triMe-4-(3,4-deH-Pip) 


1-2917 


4-F-Ph 


2-MeNH-4-Pyni 


2-Me-4-(3,4-deH-Pip) 


1-2918 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diMe-4-(3,4-deH-Pip) 


1-2919 


4-F-Ph 


2-MeNH-4-Pym 


l -Et-2-Me-4-(3,4-deH-Pip) 


1-2920 


4-F-Ph 


2-MeNH-4-Pym 


I -Pr-2-Me-4-(3,4-deH-Pip) 


1-2921 


4-F-Ph 


2-MeNH-4-Pym 


l -Bu-2-Me-4-(3 ,4-deH-Pip) 


1-2922 


4-F-Ph 


2-MeNH-4-Pym 


l -Phei-2-Me-4-(3,4-deH-Pip) 


1-2923 


4-F-Ph 


2-MeNH-4-Pym 


2-Et-4-(3,4-deH-Pip) 


1-2924 


4-F-Ph 


2-MeNTH-4-Pym 


I -Me-2-Et-4-(3,4-deH-Pip) 


1-2925 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diEt-4-(3,4-deH-Pip) 


1-2926 


4-F-Ph 


2-MeNH-4-Pym 


l -Pr-2-Et-4-(3 ,4-deH-Pip) 




A IT T>k 

«*-r-.r n 


2-MeNH-4-Pym 


I -Bu-2-Et-4-(3,4-deH-Pip) 


1-2928 


4-F-Ph 


2-MeNH-4-Pym 


l -Phet-2-Et-4-(3,4-deH-Pip) 


1-2929 


4-F-Ph 


2-MeNH-4-Pyrn 


2-Pr-4-(3,4-deH-Pip) 


1-2930 


4-F-Ph 


2-MeNH-4-Pym 


l -Me-2-Pr-4-(3,4-deH-Pip) 


1-2931 


4-F-Ph 


2-MeNH-4-Pym 


l -Et-2-Pr-4-(3 ,4-deH-Pip) 
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Compound ! 

No. 




p- 






1-2932 


4-F-Ph 


2-MeNH-4-Pym 


1.2-diPr-4-(3.4-deH-Pip) 




1-2933 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Pr-4-(3,4-dcH-Pip) 


10 


1-2934 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Pr-4-(3,4-deH-Ptp) 




1-2935 ! 

i 


4-F-Ph 


2-McNH-4.-Pym 


2-Bu-4-(3,4-deH-Pip) " 


I 


1-2936 ! 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Bu-4-(3,4-deH-Pip) 


75 | 


1-2937 | 

i 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Bu-4-(3,4-deH-Pip) 

l 




1-2938 ! 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bu-4-(3,4-deH-Pip) | 

j 




1-2939 


4-F-Ph 


2-MeNH-4-Pym 


1.2-diBu-4-(3,4-deH-Pip) 


20 


1-2940 j 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Bu-4-(3 ? 4-deH-Pip) 




1-2941 | 


4-F-Ph 


2-MeNH-4-Pym 


2-Allyl-4-(3.4-deH-Pip) 




1-2942 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Allyl-4-(3,4-deH-Pip) 


25 


1-2943 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Allyl-4-(3.4-deH-Pip) 




1-2944 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 




1-2945 


4-F-Ph 


2-MeNH-i-Pym 


l-Bu-2-Allyl-4-(3,4-deH-Pip) 


30 


1-2946 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Allyl-4-(3,4-deH-Pip) 




1-2947 • 


4-F-Ph 


2-MeNH-4-Pym • 


2-Bn-4-(3,4-dcH-Pip) 




1-2948 


4-F-Ph 


2-MeNH-4.p >T n 


1 -Me-2-Bn-4-(3,4-deH-Pip) 


35 


1-2949 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bn-4-(3,4-deH-Pip) 




1-2950 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




1-2951 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Bn-4-(3.4-deH-Pip) 


40 


1-2952 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 




1-2953 


4-F-Ph 


2-MeNH-4-Pym 


2-Phet-4-(3 ,4-deH-Pip) 




1-2954 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 


45 


1-2955 


4-F-Ph 


2-MeNH-4-P>-m 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




1-2956 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Phet^4-(3,4-deH-Pip) 




1-2957 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 


50 


i 1-2958 


4-F-Ph 


2-MeNH-4-P>-m 


1 ,2-diPhet-4-(3,4-deH-Pip) 




1-2959 


4-F-Ph 


| 2-MeNH-4-P>in 


2-Me-4-(4.5-deH-Pip) 




1-2960 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diMe-4-(4,5-deH-Pip) 


55 


1-2961 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Me-4-(4,5-deH-Pip) 
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I Compound 


1 

R 1 


R 2 


R 3 


5 


No. 








1-2962 


4-F-Ph 


2-McNH-4-Pyni 


1 -Pr-2-Me-4-(4 ¥ 5-deH-Pip) 




1-2963 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Me-4-(4.5-deH-Pip) 


10 


1-2964 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phel-2-Me-4-(4.5-deH-Pip) 




1-2965 


4-F-Ph 


2-MeNH-4-Pym 


2-Et-4-(4,5-deH-Pip) 




3 -2966 


4-F-Ph 


2-MeNH-4-Pyir, 


l-Me-2-Et-4-(4,5-deH-Pip) 


15 


1-2967 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diEl-4-(4,5-deH-Pip) 




1 -2968 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Et-4-(4.5-deH-Pip) 




1 -2969 


4-F-Ph 


2-MeN~H-4-Pym 


l-Bu-2-Et-4-(4,5-deH-Pip) 


20 


1-2970 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Et-4-(4,5-deH-Pip) 




1-2971 


4-F-Ph 


2-MeNH-4-Pym 


2-Pr-4-(4,5-deH-Pip) 




1-2972 


4-F-Ph 


2-MeN 7 H-4-Pym 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


25 


1-2973 


4-F-Ph 


j 

2-MeNH-4-Pym 


l-Et-2-Pr-4-(4,5-deH-Pip) 




1-2974 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diPr-4-(4,5-deH-Pip) 




1-2975 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Pr-4-(4,5-deH-Pip) 


30 


1-2976 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 




1-2977 


4-F-Ph 


2-MeNH-4-Pym 


2-Bu-4-(4,5-deH-Pip) 




1-2978 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Bu-4-(4.5-deH-Pip) 


35 

I 


1-2979 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bu-4-(4,5-deH-Pip) 




1-2980 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bu-4-(4,5-deH-Pip) 




1-2981 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diBu-4-(4,5-deH-Pip) 


40 


1-2982 


4-F-Ph 


2-McNH-4-Pym 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 




1-2983 


4-F-Ph 


2-MeNH-4-Pym 


2-Allyl-4-(4,5-deH-Pip) 




1-2984 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-AllyI-4-(4,5-deH-Pip) 


45 


1-2985 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Allyl-4-(4,5-deH-Pip) 




1-2986 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2- All yl-4-(4,5-deH-Pip) 




1-^987 


i p pu 
*+-r-.rn 


2-MeN H-4-Pym 


1 -Bu-2-Allyl-4-(4 ? 5-deH-Pip) 


50 


1-2988 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phei-2-Allyl-4-(4,5-deH-Pip) 




1-2989 


4-F-Ph 


2-MeNH-4-Pym 


2-Bn-4-(4,5-deH-Pip) 




1-2990 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Bn-4-(4,S-deH-Pip) 


55 


1-2991 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bn-4-(4,5-deH-Pip) 
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Compound 
No. 


i 

K 1 

i 


1 


IX 




1-2992 


4-F-Ph 1 

t 


2-MeNH-4-Pym . 


l-Pr-2-Bn-4-(4.5-deH-Pip) 




1-2993 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 


10 


1-2994 


4-F-Ph , 


2-MeNH-4-Pym 1 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 




1-2995 


4-F-Ph 


2-MeNH-4-Pym 


2-Phet-4-(4.5-deH-Pip> 




1-2996 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Phet-4-(4,5-deH-Pip) 


15 


1-2997 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




1-2998 


4-F-Ph ( 


2-MeNH-4-Pym j 


1 -Pr-2-Phet-4-(4.5-deH-Pip) 




1-2999 


4-F-Ph 


2-MeNH-4-Pym | 


l-Bu-2-Phet-4-(4,5-deH-Pip) 


20 


1-3000 


4-F-Ph 


2-MeNU-4-Pym 


1 ,2-diPhet-4-(4,5-deH-Pip) 




1-3001 


4-F-Ph 


2-NH 2 -4-Pyr ! 

1 


H 2 N-CH 2 C(Me) 2 CH 2 




1-3002 


4-F-Ph 


2-NH 2 -4-Pyr j 


MeNH-CH 2 C(Me) 2 CH 2 


25 


1-3003 


4-F-Ph 


2-NH 2 -4-Pyr 1 


EtNH-CH 2 C(Me) 2 CH 2 | 




1-3004 


4-F-Ph 


2-NH 2 -4-Pyr j 


Me 2 N-CH 2 C(Me) 2 CH : 




1-3005 


4-F-Ph 


2-NH 2 -4-Pyr 


3-(3,4-deH-Pip) 


30 


1-3006 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-(3,4-deH-Pip) 




1-3007 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-4-(3,4-deH-Pip) 




1-3008 


4-F-Ph 


2-XH 2 -4-Pyr 


l-Pr-4-(3,4-deH-Pip) 


35 


1-3009 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-4-Pip 




1-3010 


4-F-Ph 


2-NH 2 -4-Pyr 


l-iPr-4-(3,4-deH-Pip) 




1-3011 


4-F-Ph 


2-NH 2 -4-Pyr 


l-iPr-4-Pip 


40 


1-3012 


4-F-Ph 


2-NH 2 -4-Pyr 


)-Bu-4-(3.4-deH-Pip) 




1-3013 


4-F-Ph 


2-NH 2 -4-Pyr 


l-tBu-4-(3,4-deH-Pip) 




1-3014 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pn-4-(3,4-deH-Pip) 


45 


1-3015 


1 4-F-Ph 

i 


2-NH 2 -4-P\t 


l-Hx-4-(3,4-deH-Pip) 




1-3016 


4-F-Ph 


2-NH : -4-Pyr 


l-Hp-4-(3,4-deH-Pip) 




1-3017 


! 4-F-Ph 

j 


2-NH 2 -4-Pyr 


l-Oc-4-(3;4-deH-Pip) 


SO 


1-3018 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Nn-4-(3,4-deH-Pip) 




1-3019 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cPr-4-(3,4-deH-Pip) 


55 


1 'JuXU 




z-iNn 2 -H-r yr 


i *cr n'H*^,H"Ucn-r ip ) 
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5 


I 

Compound 
No. 


R' 


R 2 


R 3 




1-3021 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cHx-4-(3.4-deH-Pip) ! 

! 




1-3022 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bn-4-(3,4-deH-Pip) j 


10 


1-3023 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-4-(3,4-deH-Pip) | 




1-3024 


4-F-Ph 


2-NH 2 -4-Pyr 


l-(3-Ph-Pr)-4-(3,4-deH-Pip) j 




1-3025 


4-F-Ph 


2-NH 2 -4-Pyr 


l-(4-Ph-Bu)-4-(3,4-deH-Pip) | 


15 


1-3026 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Allyl-4-(3 ; 4-deH-Pip) j 




1-3027 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Propargy!-4-(3,4-deH-Pip) j 




1-3028 


4-F-Ph 


2-NH 2 -4-Pyr 


2,2,6,6-tetraMc-4-(3,4-deH- 


20 




1 

i 




Pip) 




1-3029 


1 4-F-Ph 

i 


2-NH 2 -4-Pyr 


K2,2,6,6-pentaMe-4-(3 ,4-deH- 
Pip) 


25 


1-3030 


4-F-Ph 


2-NH 2 -4-Pyr 


1 .2,2,6.6-pentaMe-4-Pip j 




1-3031 


4-F-Ph 


2-NH 2 -4-Pyr 


7-(l ,2,3,5,6,8a-hexaH-Ind) 




1-3032 


4-F-Ph 


2-NH 2 -4-Pyr 


7-(U2,3,5,8,8a-hexaH-Ind) 


30 


1-3033 


4-F-Ph 


2-NH 2 -4-Pyr 


7-octaH-Ind 




1-3034 


4-F-Ph 


2-NH 2 -4-Pyr 


8-(l ,3,4,6,7,9a-hexaH-2H-Qui) 




1-3035 


4-F-Ph 


2-NH 2 -4-Pyr 


8-(l ,3,4,6 ? 9,9a-hexaH-2H-Qai) 


35 


1-3036 


4-F-Ph 


2-NH 2 -4-Pyr 


8-octaH-Qui 




1-3037 


4-F-Ph 


2-NH 2 -4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 




1-3038 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2,2-triMe-4-(3,4-deH-Pip) 


40 


1-3039 


4-F-Ph 


2-NH 2 -4-Pyr 


2 ? 2-diMe-4-(4,5-deH-Pip) 




1-3040 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2,2-triMe-4-(4,5-deH-Pip) 




1-3041 


4-F-Ph 


2-NH 2 -4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 


45 


1-3042 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2,6-triMc-4-(3,4-deH-Pip) 

1 




1-3043 


4-F-Ph ! 

1 


2-NH 2 -4-Pyr 


2-Me-4-(3,4-deH-Pip) 




1 1A>1,1 
1 OVJ44 


4-F-Pn 


2-NH 2 -4-Pyr 


— — 

1 ,2-diMe-4-(3,4-deH-Pip) 


50 


1 -3045 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Me-4-(3,4-deH-Pip) 




1 -3046 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Me-4-(3,4-deH-Pip) 




1-3047 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Me-4-(3,4-deH-Pip) 


55 


1-3048 


4-F-Ph 


2-NH 2 -4-PyT 


1 -Phet-2-Me-4-(3,4-deH-Pip) 
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No. 


R' 


R 2 


i 

R 3 




1-3049 


4-F-Ph 


2-N xi2-4-i yr 


7 Pt A A Ar*\A PtrO 

«i-t.T-*f-^ i «+-aCrl-l ip ) 




1-3050 


4-F-Ph 


2-NH 2 -4-ryr 


1 \4e>'1 Pt A A A&U P\r\\ 


10 


1 TA£ 1 

1-3051 


4-r-rfl 








1-3052 


4-F-Ph 








1-3053 


4-F-Ph 


i xru 1 d,-. 


1 Hit ? Pt i H A-HoP-Pir»\ 


15 


1-3054 

l 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -rnet-2-£t-4-^.},4-acri-rip) 




1-3055 j 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pr-4-(J,4-aerl-rip) 




1-3056 i 4-F-Ph 

i 


2-NH 2 -4-Pyr 


1 Kilfl ^ n- A / 1 /< x4/»lJ Dint 


20 


1-3057 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -bt-2-Pr-4-(3,4-aeii-rip) 




1-3058 


4-F-Ph 


2-NH 2 -4-Pyr 


L2-diPr-4-(3,4-deH-Pip) 




1-3059 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 




1-3060 


4-F-Ph 


2-NH,-4-Pyr 

: : i 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 




1-3061 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-(3;4-deH-Pip) 




1-3062 


4-F-Ph 


2-TsTH 2 -4-Pyr 


1 -Me-2-Bu-4-(3,4-deH-Pip) 




1-3063 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bu-4-(3,4-aeH-Pip) 




1 -3064 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bu-4-(3.4-aen-Pip) 




1-3065 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diBu-4-(3,4-deH-Pip) 


35 


1-3066 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pnet-2-Bu-4-(3,4-deH-Pip) 




1-3067 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Allyl-4-(3,4-deH-Pip) 




1-3068 


4-F-Ph 


2-NH 2 -4-Pyr 


1 X A ~\ AY1..1 A / ^ A J ^ IT n' \ 

1 -Me-2-Al!yl-4-(3,4-deH-Pip) 


40 


1-3069 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Allyl-4-(3,4-dcn-Pip) 




1-3070 


4-F-Ph 


*\ \TTI A T">. — 

2-NH 2 -4-Pyr 


1 -Pr-2-Aliyl-4-( > 3 > 4-deri-Pip) 




1-3071 


4-F-Ph 


"> XTTJ A P v p-r 


1 tin 9 Alltrl /I /"l >1 r\aXX Din\ 

1 -DU-2-Allyl-'4-( k 3,4-aen-l*ip) 


45 


1-3072 


4-F-Ph 


**) XTT-I /l P\ rr- 


1 -rnei-z-Anyi-*^-\ j,*t-aeri-r ip) 




1-3073 


4-F-Ph 


"> XTTJ /I Birr 

2-NH 2 -4-Pyr 


z-t5n-4-^3,4-aeri-rlp) 




1-3074 


4-F-Ph 


i 7-WT4-. -4-Pvr 


1 -Me-^-Rn-4-n 4-deH-Pin^ 


SO 


! 1-3075 

1 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bn-4>(3,4-deH-Pip) 




1-3076 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bn-4-(3,4-deH-Pip) 




1-3077 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 


55 


1-3078 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Bn-4K3,4-deH-Pip) 
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Compound 

No. 


R 1 




R 3 


1-3U /y 


4-h-Ph 


2-NTH;>-4-Pyr 


2-Phet-4-(3,4-deH-Pip) 


I-3uoU 


4-F-Ph 


2-N~H : -4-Pyr 


1 -Me-2-Phet-4-(3.4-deH-Pip) 


1 1AQ 1 

1-JUo J 


4-r-Pn 


2-NH 2 -4-Pyr 


1 -Et-2-Phet-4-(3,4-deH-Pip) 


1-30S2 


4-F-Ph 


2-NH:-4-Pyr 


l-Pr-2-Phel-4-(3 ( 4-deH-Pip) 1 


1 1 AO" 1 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Phet-4-(3,4-deH-Pip) 


1 TAG/ 

1-30S4 


4-F-Ph 


2-TvH 2 -4-Pyr 


l 9 2-diPhet-4-(3 ? 4-deH-Pip) j 


1-30S:> 


4-F-Ph 


2-NH : -4-P\t 


2-Me-4-(4,5-deH-Pip) j 


1 1 AO 

i-iOoo 


4-F-Ph 


2-NH 2 -4-Pyr 


K2-diMe-4-(4,5-deH-Pip) | 


i t no *j 

1 -3 (Jo 7 


4-F-Ph 


2-N~H 2 -4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) ! 

— j 


1-30SS 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


1 "3AOA 

1-3089 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 


1 "5 AAA 

1-3090 


4-F-Ph 


2-N r H 2 -4-Pyr 


i -Phei-2-Me-4-(4,5-deH-Pip) 


1-3091 


4-F-Ph 


2-KH 2 -4-Pyr 


2-Et-4-(4.5-deH-Pip) 


1-3092 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 


1-3093 


4-F-Ph 


2-NH 2 -4-Pyr 


U2-diEt-4-(4,5-deH-Pip) 


1-3094 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Et-4-(4,5-deH-Pip) 


1-3095 


4-F-Ph 


2-NH : -4-P\t 


1 -Bu-2-Et-4-(4,5-deH-Pip) 


1-3096 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phel-2-Et-4-<4,5-deH-Pip) 


1-3097 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pr-4-(4 ? 5-dcH-Pip) 


1 TAAO 

I-3U9S 


4-F-Ph 


2-N r H : -4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


1-3099 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -F!-^-Pr-4-f4 S-rirH-Pin^ 


1-3100 


4-F-Ph 


2-NTH 2 -4-Pyr 


1 ^-diPr-4.-f4 S-HeM-Pin\ 


1-3101 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-^-Pr-4-(4 S-rieH-Pin'l 


1-3102 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-*>-Pr-4-f4 S-HeFI-PirA 


1-3103 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-C4 5-deH-Pirrt 


1-3104 


4-F-Ph 


iNn2'**-ryr 


l -Jvie-2-DU-4-(4,>-GeH-Pip) 


1-3105 

1 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bu-4-(4,5-deH-Pip) 


1-3106 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 


1-3107 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diBu-4-(4,5-deH-Pip) 


1-3108 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Bu-4-(4,5-deH«Pip) 
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Compound 

No. 


K 


K 


K 




1-3109 


4-F-Ph 


2-KH : -4-Pyr 


2-AUyl-4-(4.5-deH-Pip) 




1-3110 


4-F-Ph 


2-NH : -4-Pyr 


1 -Me-2-Allyl-4-(4.5-dcH-Pip) 


10 


l - 3 1 ll 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-AHyl-4-(4,5-deH-Pip) 




i 31 1: 


4-F-Ph 


2-KH : -4-Pyr 


1 -Pr-2-AUyl-4-(4,5-deH-Pip) 




1-3H3 


4-F-Ph 


2-KH : -4-Pyr 


1 -Bu-2-Allyl-4-(4.5-deH-Pip) 


15 


i-3M- 


4-F-Ph 


2-KH 2 -4-Pyr 


1 -Phet-2-Allyl-4-(4.5-deH-Pip) 




1 >.! 1> 


4-F-Ph 


2-KH 2 -4-PyT 


2-Bn-4-(4,5-deH-Pip) 




1-3 Mb 


4-F-Ph 


2-KH 2 -4-Pyr 


1 -Me-2-Bn-4-(4.5-deH-Pip) 


20 


,3 — 


4-F-Ph 


2-NH,-4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 




1-3118 


4-F-Ph 


2-KH 2 -4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 




~l-?Tl9 


4 F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 


25 


1-3120 


4-F-Ph 


2-KH,-4-Pyr 


l-Phet-2-Bn-4-(4,5-dcH-Pip) 




1-3121 


4-h-Ph 


2-NH;-4-Pyr 


2-Phet-4-(4,5-deH-Pip) 




1-3122 


4-F-Ph 


2-KH : -4-Pyr 


1 -Me-2-Phet-4-(4,5-dcH-Pip) 


30 


1-3123 


4-F-Ph 


2-NH:-4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




1-3124 


4-F-Ph 


2-NH r 4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




1-3125 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Phel-4-(4.5-deH-Pip) 


35 


1-3126 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diPhet-4-(4,5-dcH-Pip) 




1-3127 


4-F-Ph 


2-MeNH-4-Pyr 


H 2 N-CH 2 C(Me) 2 CH 2 




1-3128 


4-F-Ph 


2-MeNH-4-Pyr 


MeNH-CH 2 C(Me) 2 CH 2 . 


40 


1-3129 


4-F-Ph 


2-McNH-4-Pyr 


EtNH-CH 2 C(Mc) 2 CH 2 




1-3130 


4-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-CH 2 C(Me) 2 CH 2 




1-3131 


4-F-Ph 


2-MeNH-4-Pyr 


3-(3,4-deH-Pip) 


45 


1-3132 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-(3,4-deH-Pip) 




1-3133 


4-F-Ph 


2-MeNH-4-Pyr 


l-El-4-(3,4-deH-Pip) 




1-3134 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-4-(3,4-deH-Pip) 


50 


1-3135 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-4-Pip 




1-3136 


4-F-Ph 


2-MeNH-4-Pyr 


l-iPr-4-(3,4-deH-Pip) 




1-3137 


4-F-Ph 


2-MeNH-4-Pyr 


l-iPr-4-Pip 


55 


1-3138 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-4-(3,4-deH-Pip) 
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Compound 

No 


R 1 


I 

R : 


R 3 


1-3139 


4-F-Ph 


2-MeNH-4-Pyr 


i-tBu-4-(3,4-deH-Pip) 


1-3140 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pn-4-(3,4-deH-Pip) 


1-3141 


j 4-F-Ph 


2-MeNH-4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


1-3142 


4-F-Ph 


2-MeNH-4-Pyr 


l-Hp-4-(3,4-deH-Pip) 


1-3143 


4-F-Ph 


2-MeNH-4-Pyr 


l-Oc-4-(3,4-deH-Pip) 


1-3144 


i 4-F-Ph 


2-MeNH-4-Pyr 


l-Nn-4-(3,4-deH-Pip) 


1-3145 ] 4-F-Ph 


2-MeNH-4-Pyr 


l-cPr-4-(3,4-deH-Pip) 


1-3146 i 4-F-Ph 


2-MeNH-4-Pyr 


l-cPn-4-(3,4-deH-Pip) 


1-314? j 4-F-Ph 


2-MeNH-4-Pyr 


l-cHx-4-(3,4-dcH-Pip) 


1-3148 j 4-F-Ph 


2-MeNH-4-Pyr 


l-Bn-4-(3,4-deH-Pip) 


1-3149 j 4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-4-(3,4-deH-Pip) 


1-3150 j 4-F-Ph 

i . 


2-MeNH-4-Pyr 


i-(3-Ph-Pr)-4-(3,4-deH-Pip) 


1-3151 


4-F-Ph 


2-MeNH-4-Pyr 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


1-3152 


4-F-Ph 


2-MeNH-4-Pyr 


l-AUyl-4-(3,4-deH-Pip) 


1-3153 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Propargyl-4-(3,4-deH-Pip) 


1-3154 


4-F-Ph 


2-MeNH-4-Pyr 


2,2,6,6-ietraMe-4-(3,4-deH- 
Pip) 


1-3155 


4-F-Ph 

1 
1 


2-MeNH-4-Pyr 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 


1-3156 


4-F-Ph ! 2-MeNH-4-Pyr 

i 


1 ,2,2,6,6-pentaMe-4-Pip 


1-3157 


4-F-Ph j 2-MeNH-4-Pyr 


7-(l 7 2 ? 3,S,6,Sa-hexaH-Iiid) 


1-3158 


4-F-Ph | 2-MeNH-4-Pyr 


7-(L2 ? 3,5,8,8a-hexaH-Ind) 


1-3159 


4-F-Ph j 2-McNH-4-Pyr 


7-octaH-Ind 


1-3160 


4-F-Ph | 2-MeNH-4-Pyr 

i 


S-<l,3A6,7,9a-hexaH-2H-Qui) 


1-3161 


4-F-Ph j 2-MeNH-4-Pyr 


S-(l,3A6,9 f 9a-hexaH-2H-Qui) 


1-3162 


4-F-Ph j 2-MeNH-4-Pyr 


S-octaH-Qui 


1-3163 


4-F-Ph j 2-MeNH-4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 


1-3164 


4-F-Ph j 2-MeNH-4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 


1-3165 


4-F-Ph ; 

f 


2-MeNH-4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 


1-3166 


4-F-Ph 


2-MeNH-4-Pyr l,2,2-triMe-4-(4,5-deH-Pip) 
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R 1 


R : 






1-3167 


4-F-Ph 


2-MeNH-4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 




1-3168 


4-F-Ph 


2-MeNTH-4-Pyr 


1 ,2,6-triMe-4-(3,4-deH-Pip) 


10 


1-3169 


4-F-Ph 


2-MeNH-4-Pyr 


2-Me-4-(3,4-deH-Pip) 




1-3170 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diMe-4-(3,4-deH-Pip) 




1-3171 


4-F-Ph 


2-MeNH-4-Pyr 


I -Et-2-Me-4-(3,4-deH-Pip) 


15 


1-3172 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Me-4-(3,4-deH-Pip) 




1-3173 


4-F-Ph 


2-MeNH-4-Pyr 


I -Bu-2-Me-4-(3,4-deH-Pip) 




1-3174 


4-F-Ph 


2-MeNH-4-Pyr 


l -Phet-2-Me-4-(3,4-deH-Pip) 


20 


1-3175 


4-F-Ph 


2-MeNH-4-Pyr 


2-Et-4-(3,4-deH-Pip) 




1-3176 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Et-4-(3,4-deH-Pip) 




1-3177 


4-F-Ph 


2-MeNH-4-Pyr 


l ,2-diEt-4-(3 ? 4-deH-Pip) 


25 


1-3178 .. 


4-F-Ph 


2-MeNH-4-Pyr 


l -Pr-2-Et-4-(3,4-deH-Pip) 




1-3179 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Et-4-(3,4-deH-Pip) 




1-3180 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Et-4-(3,4-deH-Pip) 


30 


1-3181 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pr-4-(3 ? 4-deH-Pip) 




1-3182 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Pr-4-(3,4-deH-Pip) 




1-3183 


4-F-Ph 


2-MeNH-4-Pyr 


l-El-2-Pr-4-(3,4-deH-Pip) 


35 


1-3184 


4-F-Ph 


2-McNH-4-Pyr 


U2-diPr-4-(3,4-deH-Pip) 




1-3185 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 




1-3186 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 


40 


1-3187 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bu-4-(3,4-deH-Pip) 




1-3188 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Bu-4-(3,4-deH-Pip) 




1-3189 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bu-4-(3,4-deH-Pip) 


45 


1-3190 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bu-4-(3,4-deH-Pip) 




1-3191 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diBu-4-(3,4-deH-Pip) 




1-3192 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pnet-2-Bu-4-(3,4-deH-Pip) 


50 


1-3193 


4-F-Ph 


2-MeNH-4-Pyr 


2-AHyl-4-(3,4-deH-Pip) 




1-3194 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Allyl-4-(3,4-deH-Pip) 




1-3195 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-AUyl-4-(3,4-deH-Pip) 


55 


1-3196 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 


' R 2 

; 

j 


t \ 

I 

! R 

1 






1-3197 


4-F-Ph 


I 2-MeNH-4-Pyr 


| l-Bu-2-AllYM-(3,4-deH-Pip) 


10 




1-3198 


4-F-Ph 


j 2-MeNH-4-Pyr 


j 1 -Phet-2-Allyl-4-(3.4-deH-Pip) 


i 

i 
i 


1-3199 


4-F-Ph 


1 2-MeNH-4-Pyr 

i 


2-Bn-4-(3,4-deH-Pip) 




i 1-3200 


1 4-F-Ph 

i 


1 2-MeNH-4-P> T 
i 


1 -Me-2-Bn-4-(3.4-deH-Pip) 


15 


i 

1 


1 -3201 


4-F-Ph 


1 2-MeNH-4-P> T 


l-Et-2-Bn-4-(3,4-deH-Pip) 




1-3202 


j 4-F-Ph 


! 2-MeNH-4-Pyr 


1 -Pr-2-Bn-4-(3,4-deH-Pip) 




' 


1-3202 


] 4-F-Ph 


j 2-MeNH-4-Pyr 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 




i 


1-3204 


j 4-F-Ph 


| 2-MeNH-4-Pyr 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 


20 


! 


1-3205 


4-F-Ph 


j 2-MeKH-4-Pyr 


2-Phet-4-(3,4-deH-Pip) 






1-3206 


j 4-F-Ph 


i 2-MeNH-4-Pyr 


1 -Me-2-Phet-4-(3,4-deH-Pip) 






1-3207 


4-F-Ph 


j 2-MeNH-4-Pyr 


1 -Et-2-Phet-4-(3,4-deH-Pip) 


25 




1-320S 


4-F-Ph 


j 2-MeNH-4-Pyr 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 






1-3209 


A P Ph 


! 2-MeNH-4-Pyr 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 






1-3210 


A P Pn 


] 2-MeNH-4-Pyr 


1 ,2-diPhei-4-(3,4-deH-Pip) 


30 




1-3211 


-1 P Ph 


; 2-MeNH-4-Pyr 


2-Me-4-(4,5-deH-Pip) 






1-3212 


.1 P PV» 

H-r-rn 


1 ^ X M V f 7 1 At r\ 

! 2-MeNH-4-Pyr 


1.2-diMe-4-(4,5-deH-Pip) 




i 


1-321? 


A P Ph 


| 2-MeNH-4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 


1 


1-3214 


4-F-Ph 


j 2-MeNH-4-Pyr 


l-Pr-2-Me-4-(4,5-deH-Pip) 




1 


1-3215 


4-F-Ph 


! 2-MeN 7 H-4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 


40 


1 1-3216 


4-F-Ph 


| 2-MeNH-4-Pyr 


1 -Phet-2-Me-4-(4 ? 5-deH-Pip) 




4-F-Ph 


j 2-MeNH-4-Pyr 


2-Et-4-(4,S-deH-Pip) 




1-3218 


4-F-Ph 


j 2-MeNH-4-Pyr 


l-Me-2-Et-4-(4,5-deH-Pip) 


45 


1-3219 


4-F-Ph 


i 2-MeNH-4-Pyr 


l,2-diEt-4-(4,S-deH-Pip) 


1-3220 


4-F-Ph 


j 2-MeNH-4-Pyr 


l-Pr-2-Et-4-(4.5-deH-Pip) 




1-3221 


4-F-Ph 


[ 2-MeNH-4-Pyr j 


l-Bu-2-Et-4-(4,5-deH-Pip) 


50 


1-3222 


A P Ph 


j 2-MeNH-4-Pyr j 1 -Phet-2-Et-4-(4,5-deH-Pip) 


1-3223 


4-F-Ph 


1 2-MeNH-4-Pyr 


2-Pr-4-(4,5-deH-Pip) 




1-3224 


4-F-Ph 


2-MeNH-4-Pyr ! 

1 


1 -Me-2-Pr-4-(4,5-deH-Pip) 




1-3225 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) 


55 


1 


-3226 


4-F-Ph 


2-MeNH-4-Pyr 

I 


!,2-diPr-4-(4,5-deH-Pip) 
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Compound 
No. 


R l 


R 2 






1-3227 


4-F-Ph 


2-MeNH -4-Pyr 


1 -Bu-2-Pr-4-(4,5-deH-Pip) 




1-3228 


4-F-Ph 


2-MeKH-4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 


10 


1-3229 


4-F-Ph 


2-MeNH -4-Pyr 


2-Bu-4-(4,5-deH-Pip) 




1-3230 


4-F-Ph 


2-MeNH -4-Pyr 


1 -Me-2-Bu-4-(4.5-dcH-Pip) 




1-3231 


4-F-Ph , ; 


2-MeNH-4-Pyr 


l-Et-2-Bu-4-(4,5-dcH-Pip) 


15 


1-3232 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 




1-3233 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diBu-4-(4,5-deH-Pip) 




1-3234 


4-F-Ph 


2-MeNH -4-Pyr 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 


20 


1-3235 


4-F-Ph 


2-McNH -4-Pyr 


2-Allyl-4-(4,5-dcH-Pip) 




1-3236 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-AUyl-4-(4,5-deH-Pip) 




1-3237 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Allyl-4-(4,5-deH-Pip) 


25 


1-3238 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-AUyl-4-(4,5-deH-Pip) 




1-3239 


4-F-Ph 


2-MeKH-4-P>T 


1 -Bu-2- Allyl-4-(4,5-deH-Pip) 


- 


1-3240 


4-F-Ph 


2-MeNH-4-Pyr 

, — , — » 


1 -Phet-2-Allyl-4-(4,5-deH-Pip) 


30 


1-3241 


* 

4-F-Ph 


2-MeNH -4-Pyr 


2-Bn-4-(4,5-deH-Pip) 




1-3242 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Bn-4-(4,5-deH-Pip) 




1-3243 


4-F-Ph 


2-MeNH-4-Pyr 


I-Et-2-Bn-4-(4,5-deH-Pip) 


~ 35 


1-3244 


4-F-Ph 


2-MeNH -4-Pyr 


l-Pr-2-Bn-4-(4,5-deH-Pip) 




1-3245 


4-F-Ph 


2-MeNH-4-P>T 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 




1-3246 


4-F-Ph 


2-MeNH -4-Pyr 


l-Phet-2-Bn-4-(4,5-deH-Pip) 


40 


1-3247 


4-F-Ph 


2-MeKH-4-P>T 


2-Phet-4-(4,5-deH-Pip) 




1-3248 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Phet-4-(4,5-deH-Pip) 




1-3249 


4-F-Ph 


2-MeNH -4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 


45 


1-3250 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




1-3251 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Phel-4-(4,5-deH-Pip) 




1-3252 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diPhet-4-(4,5-deH-Pip) 


SO 


1-3253 


Ph 


4-Pyr 


7-(l,2,3.5,6,8a-hexaH-Lnd) 




1-3254 


Ph 


4-Pyr 


7-(l ,2,3,5,8,8a-hexaH-Ind) 




1-3255 


3-F-Ph 


4-Pyr 


7-(l ,2,3,5,6,8a-hexaH-Ind) 


55 


1-3256 


3-F-Ph 


4-Pyr 


7-(l,2,3,5,8,8a-hexaH-Ind) 
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5 


f 

Compound 
No. 


R 1 


i 


"7 — " 1 

i 

i R 3 

1 

i 




1 -J>^_> / 


3-Li-Ph 


! 4-Pyr 


j 7-(l,2,3.5,6,8a-hexaH-Ind) 




i -32:>s 


3-Cl-Ph 


| 4-P >T 


7-(1.2.3,5,S,8a-hexaH-lnd) 


10 


J -->2 jV 


->,4-diF-Ph 


! 4-P>T 


7-( 1 .2.3,5,6,8a-hexaH-lnd) 




J -326U 


3 3 4-diF-Ph 


j 4-Pyr 


7-(1.2,3,5,S,8a-hexaH-lnd) 




Jo26l 


j 3-CF 3 -Ph 


j 4 -P>T 


7-(l,2.3.5.6,8a-hexaH-lnd) 


1 c 
1 o 


l-:>262 


3-CF 3 -Ph 


1 4-Pyr 


7-(l ,2.3,5,8.8a-hexaH-lnd) 






4-F-Ph 


j 4-Pyr 


2-Pyrd-CH=CH- 




\ -3264 


4-F-Ph 


j 4-Pyr 

— 1 


l-Me-2-Pyrd-CH=CH- 


20 


l-326:> 


4-F-Ph 




l-Et-2-Pyrd-CH=CH- 




1-3260 


4-F-Ph 


! 4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-326/ 


4-F-Ph 


j 4-Pyr 


2-Pip-CH=CH- 


25 


1-3268 


4-F-Ph 


j 4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3269 


4-F-Ph 


| 4-Pyr 


l-Et-2-Pip-CH=CH- 




I -3270 


4-F-Ph 


! 4-Pyr 

i 


l-Pr-2-Pip-CH=CH- 


30 


1-3271 


Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3272 


Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1 mi 

1-3273 


Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3274 


Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


; 

i 
j 


1-327} 


Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3276 


Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 


40 


1-32/7 


Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




i nip 
1-32/6 


Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




i -32 /y 


3-F-Ph 


4-Pyr 


2-Pyrd-CH=CH- 


45 




3-F-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1 -3*iol 


3-F-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3282 


3-F-Ph 


4-Pvr 


1 -rr-2-Pyrd-CH=CH- 


50 


1-3283 


3-F-Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3284 


3-F-Ph 


4-Pyr 


1 -Me-2-Pip-CH=CH- 




1-3285 


3-F-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 


55 


1-3286 


3-F-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 
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Compound 

No. 


Is. 


D - 

IN. 


I 

j 

P 3 i 

! 




1-328? 


3-Cl-Ph 


4-Pyr 


2-Pyrd-CH-CH- 




1-3288 


3-Cl-Ph 


4-Pyr 


l-Me-2-P>Td-CH=CH-- ■ ! 

i 


10 


1-3289 


3-Cl-Ph . 


4-Pyr 


l-Et-2-P>Td-CH=CH- I 




1-3290 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- i 




1-3291 


3-Cl-Ph 


4-Pyr 


2-Pip-CH=CH- | 


15 


1-3292 


3-Cl-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- I 

i 




1-3293 


3-Cl-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 1 




1-3294 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 


20 


1-3295 


3,4-diF-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3296 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3297 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 


25 


1-3298 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-3299 


3,4-diF-Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3300 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 


30 


1-3301 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 





1-3302 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




1-3303 


3-CF-,-Ph 


4-Pyr 


2-Pyrd-CH=CH- 


35 


1-3304 


3-CF:,-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3305 


3-CF ; ,-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3306 


3-CF 3 -Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


40 


1-3307 


3-CF 5 -Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3308 


3-CFj-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3309 


3-CF 3 -Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 


45 


1-3310 


3-CF 3 -Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 


- 


i - i i 


A U DU 
*r-r-r n 


H-r yr 


/ — I — V 

-co 


50 




t-r-i n 








i-3"*l ~\ 




d-Pvr 

*T I YI 




55 


1-3314 


4-F-Ph 

'■ 

i 

i 


4-Pyr 


. 
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5 


i 

I 

V_ \JllljJ\J UIlLi 

No. 


l 

R 1 


R ; 


1 

R*' ! 




1-3315 


4-F-Ph 


4-Pyr 




10 


1-3316 


4-F-Ph 


4-P>T 


-CO 1 




1-3317 


4-F-Ph 


4-Pyr 




15 












1-3318 


4-F-Ph 


4-Pyr 


to I 

1 


20 


1-3319 


4-F-Ph 


4-Pyr 


1 , 

bo 


25 


1-3320 


4-F-Ph 


4-Pyr 


bo 




1-3321 


4-F-Ph 


4-Pyr 




30 








bo 




1-3322 

i 


4-F-Ph 


4-Pyr 


bo 



40 



45 



50 
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Table 2 



5 


Compound 

No. 


R 1 


R : 






2-1 


Ph ' 


4-Pyr 


H 2 N-CH : 


10 


2-2 


Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 




2-3 


Ph 


4-Pyr 


H 2 N-(CH 2 ); 


15 


.2-4 


Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 


2-5 


Ph 


4-Pyr 


MeNH-CH 2 . 




2-6 


Ph 


4-Pyr 


MeKH-(CH 2 ) 2 


20 


2-7 


Ph 


4-Pyr 


MeNH-(CH 2 )j 


2-8 


Ph 


4-Pyr 


MeNH-(CH 2 ) 4 




2-9 


Ph 


4-Pyr 


EtNH-CH 2 


25 


2-10 


Ph 


4-Pyr 


EtNH-(CH 2 ) 2 


2-11 


Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




2-12 


Ph 


4-Pyr 


EtNH-(CH 2 )4 


30 


2-13 


Ph 


4-Pyr 


Me 2 N-CH 2 




2-14 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 




2-15 


Ph 


4-Pyr 


Me 2 N-(CH 2 )3 


35 


2-16 


Ph 


4-Pyr 


Me 2 N-(CH 2 )4 




2-17 


Ph 


4-Pyr 


1-Azt-CH 2 




2-18 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 


40 


2-19 


Ph 


4-Pyr 


l-Azt-(CH 2 )i 




2-20 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 




2-21 


Ph 


4-Pyr 


1-Pyrd-CH 2 


45 


2-22 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




2-23 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




2-24 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 


50 


2-25 


Ph 


4-Pyr 


1-Pip-CH 2 




2-26 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 




2-27 


jPh 


4-Pyr 


l-Pip-(CH 2 )j 


55 


2-28 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 
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5 


Compound 
No. 


R 1 


i 

1 R 2 
1 


R 3 




2-29 


Ph 


A Ti- _ 

! 


l-Mor-CH 2 




2-30 


Pn 


1 A T\ _ 

! 4-Pyr 


l-Mor-(CH 2 ) 2 


10 


2-31 


Pn 


: 4-P\T 

i 


l-Mor-(CH 2 ) 3 




2-32 


Pn 


1 4-Pyr 


l-Mor-(CH 2 ) 4 




2-33 


Ph 


a n. 


l-Tmor-CH : 


15 


2-34 


Pn 


! 4-Pyr 


l-Tmor-(CH 2 ) : 




2-35 


Pn 


: 4-PVT 


l-Tmor-(CH 2 h 




2-36 


Pn 


! 4-Pyr 


l-Tmor-(CH 2 ) 4 


20 


2-37 


Ph 


! 4 - Pvr 


1-Piz-CH 2 




2-38 


TNI 

Ph 


1 4-Pyr 


1-Piz-(CH 2 ) : 




2-39 


Ph 


4-Pvr 

i 


1-Piz-(CH 2 )-. 


25 


2-40 


Ph 


! 4-Pyr I 4-Me-l-Piz-(Chb) 3 




2-41 


Ph 


4-Pvr 


1-Piz-(CH 2 ) 4 




2-42 


Ph 


! 4-Pyr 


3-Azt 


30 


2-43 


Ph 


; 4-Pvr 

i 


l-Me-3-Azt 




2-44 


Ph 


! ^Py i 


l-Bn-3-Azt 




2-4 :> 


Ph 


. 4-Pw : 


3-PNTd 


35 


2-46 


Ph 


1 4 - pvT i 


l-Me-3-Pyrd 




2-47 


Ph 


i 4-Pvr 

i 


3-Pip 




2-45 


Ph 


! 4-Pyr j 4-Pip 


40 


2-4V 


Ph 


i 4-Pvr 

i 


4-(3,4-deH-P ip ) 




2oU 


Ph 


i 4-Pvr 1 

! * i 


l-Me-4-Pip 




1 


rn 


- 4-Pvr 

i 


l-Me-4-(3,4-deH-Pip) 


45 




Ph 


>■ 4-Pvr 1 

i 


l-Et-4-Pip 






DU 

rn 


4-Pyr 


l-Bn-4-Pip 




2-54 1 


Ph 

rn 


i 4-Pyr 


3-Hpip 


50 


2-55 


Ph 


4-Pyr 


l-Me-3-Hpip 




2-56 


Ph 


( 4-Pyr 


4-Hpip 




2-57 


Ph 


i 4-Pyr 


l-Me-4-Hpip 


55 


2-58 


Ph 


, 4-P>T 


2-Mor 
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5 


Compound 
No. 


R 1 




R" 




7 

ZOV 


Ph 
r n 


A PvT 

h- ryr 


1 -ivie-z-ivior 




7 60 


Ph 
nil 


A-Pvt 
H-r yr 


Z 1 I11UI 


10 


7-61 


Ph 


4-Pvr 


1 l^lt ■*- l 111VJ1 




Z-UZ 


Ph 
jii 


4-Pvr 


1 1 iz 






Ph 
r 11 


A-Pvr 


A. Me- 1 -Pi7 
"T-ivic- i -r iz 


75 


Z-OH 


Ph 

rn 


H-ryr 


7 Pi? 




7 £S 


Ph i 


A P\rr 

*t-r yr 


A P\n- i 






Ph 


J. Pat 


j-ryr 


20 


7 A 7 


Ph 

rn 


*f-r yr 


7 P\rr 

z-r yr 






Ph 
rn 


A-PvT 

H-r yr 


A Pvrm 

H-r ym 




7 AO 


Ph 


A Pvr 

H-r yr 




25 


0 7fi 
z- /U 


Dh 

rn 


A X>\rr 

H-ryT 


z-r yrn 


... 




Ph 


A P\ rr 

H-r yr 


j-A2I-Crl2 




7 77 
z- / z 


Ph 

rn 


A P\rr 




30 


7 7} 
Z- /O 


Ph 

r n 


*+-r yr 


j-r yra-L ri: 




0 HA 

Z- /4 


Dh 

rn 


4-ryr 


I -Me-3-ryra-L,ri2 


... 


7 7^ 
Z- / J 


Ph 

rn 


H-r yr 


A T), _ /"''LI 

H-rlp-CH: 


35 


7 7£ 


Ph 

r n 


4-ryr 


1 -Me-4-rip-Cri2 




7 77 

Z- / / 


Ph 

rn 


A P\rr 

H-ryr 


3-Hpip-Cri2 




7 7R 
z- / o 


Ph 

rn 


A Pvrr 

*r-r yr 


1 -ivie-A-riplp-^ri2 


40 


7 70 

Z" / 7 


Ph 

rn 


A Pit 

H-ryr 


4-ripip-l_ri2 






Ph 

rn 


A-Pvrr 

H-r yr 


1 -JvlC-H-ripip-^.rlT 




7-R1 

z-o 1 


Ph 


l.Pvr 
t ryr 


z - ivi or- n 2 


45 


* Oi 


Ph 


H-ryr 


1 IWIa 7 Mr>r PUT 

l -ivie-z-ivior-^ri2 




X O J 


Ph 

r n 


A-Pv/r 

H-r yi 


z - 1 mor-k_ri2 




2-84 


Ph 


A_ Pvr 




50 


2-85 


Ph 


4-Pyr 


1-Piz-CH 2 




2-86 


Ph 


4-Pyr 


4-Me-l-Piz-CH 2 




2-87 


Ph 


4-Pyr 


2-Piz-CH ; 


55 


2-88 


Ph 


4-Pyr 


4-Pyr-CH 2 
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5 


> Compound 
J No. 


R 1 




| 

J 








Ph 
ill 


4-Pyr 


3-Pyr-CH: 




; 2-90 




Ph 
ill 


4-Pyr 


— ] . , , | 

2-Pvr-CH. : 

_j ; 


10 


! 2-91 




Ph 
ri! 


4-Pyr 


4-Pym-CH: i 

i 




i 2-92 




Ph 
rn 


4-Pyr 


5-Pvm-CH. j 

_ ! i 




I 2-93 
1 




Ph 

rn 


j 4-Pvr 


1 2-Pvm-CH^ i 

1 "... * : 


15 


| 2-94 




Ph 

r n 


1 A T\ 

I 4-Pyr 


H 2 N-CH 2 CH=CH j 




1 2-95 


1 

i 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 




2-96 


! 


4-F-Ph 


4-Pyr 


H 2 N r -(CH 2 ) 2 




20 


2-97 




4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 






2-98 


i 
f 


4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 


l 




2-99 


! 4-F-Ph 

! 


4-Pyr 


MeNH-CH 2 




25 


2-100 


| 4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 2 






2-101 


; 4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 






2-102 


' 4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


i 

] 




2-103 


1 4-F-Ph 


4-Pyr 


EtNH-CH: 






2-104 


j 4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 






2-105 


; 4-F-Ph 


4-Pyr 


EtNH-(CH 2 )., 






2-106 


; 4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 






2-107 


| 4-F-Ph 


4-Pyr 


Me 2 N-CH 2 






2-108 


! 4-F-Ph 

I 


4-Pyr 


Me 2 N-(CH 2 ) 2 






2-109 


! 4-F-Ph 

i 


4-Pyr 


Me 2 N-(CH 2 ) 3 






2-110 


4-F-Ph 


4-Pyr ~^ 


Me 2 N-(CH 2 ) 4 






2-111 


i 4-F-Ph 


4-Pyr 


1-A2t-CH : 






2-1 12 


j 4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 






2-113 


j 4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 






2-114 


4-F-Ph 


4-Pyr 


1-A2t-(CH 2 ) 4 




50 


2-115 


4-F-Ph 


4-Pyr 


1-Pyrd-CH 2 






2-116 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 






2-117 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 




55 


2-1 18 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 
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5 


Compound 

No. 


R 1 








2-119 


4-F-Ph 


4-Pyr 


1-Pip-CH; 




2-120 


4-F-Ph 


4-Pyr 


1-Pip-(CH;) : 


10 


2-121 


4-F-Ph 


4-Pyr 


1-Pip-(CH;); 




2-122 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 ), 




2-123 


4-F-Ph 


4-Pyr 


l-Mor-CH> 


15 


2-124 


4-F-Ph 


4-Pyr 


l-Mor-(CH : h 




2- 125' 


4-F-Ph 


4-Pyr 


l-Mor-(CH;h 




2-12o 


4-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


20 


2 12? 


4-F-Ph 


4-Pyr 


1-Tmor-CH: 




2-12S 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




2-120 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 )j 


25 


2-130 ' 


4-F-Ph . . 


4-Pyr 


l-Tmor-(CH 2 ) 4 




2-131 


4-F-Ph 


4-Pyr 


l-Piz-CH: 




2-132 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


30 


2-133 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




2-134 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-<CH 2 ) 3 




T-135 


4-F-Ph 


4-Pyr 


4-Bn-l-Piz-(CH 2 ) ; , 


35 


2-136 


4-F-Ph 


4-Pyr 


3-Azt 




2-137 


4-F-Ph 


4-Pyr 


l-Me-3-Azt 




2-138 


4-F-Ph 


4-Pyr 


l-Bn-3-Azt 


40 


2-139 


4-F-Ph 


4-Pyr 


3-Pyrd 




2-140 


4-F-Ph 


4-Pyr 


l-Me-3-Pyrd 




2-141 


4-F-Ph 


4-Pyr 


3-Pip 


45 


2-142 


4-F-Ph 


4-Pyr 


4-Pip 




2-143 


4-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




2-144 


4-F-Ph 


4-Pyr 


l-Me-4-Pip 


50 


2-145 


4-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-146 


4-F-Ph 


4-Pyr 


l-Et-4-Pip 




2-147 


4-F-Ph 


4-Pyr 


l-Bn-4-Pip 


55 


2-148 


4-F-Ph 


4-Pyr 


3-Hpip 
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5 


Compound 

No. 


R 1 




R 3 




2-149 


4-F-Ph 


4-Pyr 


j.Up ^ LJ , 

i -jvie-.>-rlpip 




2-150 


4-F-Ph 


4-Pyr 


4-Hpip 


10 


2-151 


4-F-Ph 


4-Pyr 


i -ivic— 4-npip 




2-152 


4-F-Ph 


4-Pyr 
* * 






2-153 


4-F-Ph 


4-Pyr 


i -jvic-«i-ivior 


15 


2-154 


4-F-Ph 


t ryi 


1 mor 




2-155 


4-F-Ph 


*t ryi 


i-Me-2- 1 mor 




2-156 


4-F-Ph 


4-Pvr 


1 -r 12 


20 


2-157 


4-F-Ph 


4-Pvr 


*+-ivie- 1 -riz 




2-15S 


4-F-Ph 


4-P\T 


? Pl7 

-i-r 1Z 




2-159 


4-F-Ph 


4-P\T 


*4-Jr\T 


25 


2-160 


4-F-Ph 


-r i yi 


-3-r NT 




2-161 


4-F-Ph 








2-162 


4-F-Ph 




4-Pym 


30 


2-163 


4-F-Ph 




~>-r ym 




2-164 


4-F-Ph 


4-P\T 
-r r y i 


— -rym 




2-165 


4-F-Ph 


4-P\T 






2-166 


4-F-Ph 


4-Pvr 


1 -ivie-i-Azl-LH? 




2-167 


4-F-Ph 


t r y i 


^-ryra-LHn 




2-168 


4-F-Ph 


4-P\T 


1 -Me-J-ryrd-CFh 




2-169 


4-F-Ph 


4-P\T 

- 


A Dm r^ij 




2-170 


4-F-Ph 


4-Pvr 


1 -MC-4-P1P-CH2 




2-171 


4-F-Ph 


4-P\T 


3-ripip-^i-i2 


45 


2-172 


4-F-Ph 


4-PvT 

J 


1 -ivieo-nptp-L H: 




2-173 


4-F-Ph 


4-Pvr 


H-ripip-Cn? 




2-174 


4-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


50 


2-175 


4-F-Ph 


4-Pyr 


2-Mor-CH: 




2-176 


4-F-Ph 


4-Pyr 


l-Me-2-Mor-CH: 




2-177 


4-F-Ph 


4-Pyr 


2-Tmor-CH 2 


55 


2-178 


4-F-Ph 


4-Pyr 


l-Mc-2-Tmor-CH 2 
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5 


Compound 

No. 


R 1 




R 3 




? 1 7Q 


"ill 


4-Pvr 


UPi7.PH. 
i r i z. - ii 2 




^>-i an 

-1" 1 ou 


*T" i 4 11 


4-PvT 

4 ryr 


*t-jvic i r iz.-v.iij 


10 


^-1 R 1 
*i J O 1 




4-Pvr 

4-ryr 






1 1R^ 


4 F-Ph 


4-Pvr 
4-ryr 


4-Pvr-ci4\ 




R^ 


J. F-Ph 
4-r j n 


*r-r yi 


j r \ i -v_^ n 2 


IS 


1 54 


4-r -rrl 


4-r"yr 


") Pvr r^T-T 




? 1 ft ^ 


A F Dh 
4-r-rn 


A P\rr 

4-^yr 


4-ryrn-k_ ri2 




1- 1 oO 




4-Pyr 


j-ryrn-v^ri2 


20 


"> 1 R*7 
i*16/ 


A F Ph 


A P\rr 

4-ryr 


*> Pxn-r-i f^U 

L-r ym-^ri2 




0 1 RS 


\ F Ph 


A Pvrr 

4-ryr 


ri2->' -\_.rl2 




0 1 RQ 


1 F Ph 

j-r-rn 


A Pvrr 

4-r \T 




25 


o i on 


1 F Ph 

j-r-rn 


A P vrr 

4-r yr 


n 2 i\-(L 1-12)3 




7 1 Q 1 


^ F Ph 
>r-rn 


A P\/r 

4-ryr 


14 V iT"14 \ 




2- i yz 


1 F "DK 

>r-rn 


4-ryr 


rvierNrl- l ^rJ2 


30 


S~ 1 V-3 


\ F PK 

j-r-rn 


A P\rr 

4-r yr 


IV1 e iN n - ^ c rl 2 ; 2 




1 1 O^l 


1 P Ph 

j-r-rn 


A Dvrr 

4-ryr 








1 F Ph 


A Pvrr- 

4-ryr 


MerNri-vCn2.)4 


35 




F PH 
j-r -r n 


A P\/r 

4-ryr 


ClrNil-v^ri2 




1 1 Q7 


^ F PK 
j-r-rll 


A P\rr- 

4-ryr 


C tXTXJ / O LJ \ 
ttNH-(L.H2)2 






^ F Ph 

j-r-rn 


A Pvr 

4-ryr 


FrKJU /P'PI \ 

nirsn-^ri2)3 


40 


1 1 00 


1 F PK 
j-r-rn 


A Pv/r 

4-ryr 


PfKTTJ /f^U \ 

JtiNH-(L.ri2)4 






1 F PK 
j-r-rn 


A p,~ 
4-ryr 


Me->N-v_ri2 




Z-ZU 1 


1-F-Ph 
j-r *rn 


A Pwr 

4-ryr 




45 




1 F Ph 
j*r*rn 


A Pvr 

4-ryr 


Me2iN-(v^rl2>3 




J 


VF-Ph 
j-r -r ii 


4-Pvr 






2-204 


3-F-Ph 


4-Pyr 


1-Azt-CH 2 


50 


2-205 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ): 




2-206 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-207 


3-F-Ph 


4-Pyr 


1-A2t-(CH 2 ) 4 


55 


2-208 


3-F-Ph 


4-Pyr 


1-Pyrd-CH 2 
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5 


Compound 

No. 


R ! 


R 2 


R 3 




j>-F-Ph 


4-Pyr 


l-Pyrd-(CH : b 


2-2 1 0 


3-F-Ph 


4-P\T 


]-Pyrd-(CH 2 ) 3 


io ! 

/ 

j 
i 

i 

75 I 
L 


2-21 1 


j-F-Ph 


4-P)T 


1-Pyrd-(CH 2 ) 4 


2-212 


:>-F-Ph 


4-Pyr 


1-Pip-CH 2 


2-213 


"2 IT DU 

->-r-rn 


4-Pyr 


1-Pip-(CH:) : 


2-214 


->-f-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


■ 2-215 

i 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) J 


12-216 

i 


3-F-Ph 


4-P>T 


l-Mor-CH: 


20 12-217 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 


1 2-2 IS 

i 

t. 


-3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 


! 

!. 

25 i 

! 


2-219 


3-F-Ph 


4-P\T 


l-Mor-(CH 2 ) 4 


2-220 


3-F-Ph 


4-Pyr 


l-Tmor-CH 2 


-22 1 

i 


3-F-Ph 


4-P>T 


l-Tmor-(CH 2 ) 2 


1 2-222 
i 


3-F-Ph 


4-P>T 


l-Tmor-(CH 2 ) 3 


30 ' 2-223 


3-F-Ph 


4-P>T 


l-Tmor-(CH 2 ) 4 


; 2-224 


3-F-Ph 


4-Pyr 


1-Piz-CH 2 


i 2-225 


3-F-Ph 


4-P>T 


1-Piz-(CH 2 ) 2 


35 i 2-226 


3-F-Ph 


4-Pyr 


l-Piz-(CH 2 h 


, 2-227 


3-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


' 2-228 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 


40 j 2-229 


3-F-Ph 


4-Pyr 


3-Azt 


! 2-230 


3-F-Ph 


4-Pyr 


l-Me-3-Azt 


j 2-231 


^-F-Ph 


4-Pyr 


l-Bn-3-Azt 


45 | 2-232 


j>-F-Ph 


4-Pyr 


3-Pyrd 


! 2-233 


_>-F-Ph 


4-Pyr 


l-Me-3-Pyrd 


i 2-234 


3-F-Ph 


4-Pvr 
*+ ryr 


j-r ip 


so j 2-235 


3-F-Ph 


4-Pyr 


4-Pip 


1 2-236 

i 


3-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 


i 2-237 
1 


3-F-Ph 


4-Pyr 


1 -Me-4-Pip 


55 | 2-238 


3-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 



144 

BNSDOCID: <EP 1070711A2_I_> 



EP 1 070 711 A2 



5 


1 

Compound 

No. 


R 1 




1 

R 3 






VF-Ph 


4 -Pvr 


1 -Ft-4-Pm 




7.740 


VF-Ph 


4-Pvr 


l-Rn-4-Pin 
1 on *t r ip 


10 


7-241 


>-F-Ph 


4-Pvr 


VHnin 
_) n p 1 p 




x. ~+ — 


^-F-Ph 


J. PvT 


1 - ivic-_> rip 1 p 






_> r I 11 


4-Pvt 


4-Hnin 


15 




^ P Ph 


-1 P\T 


1 -ivie--+-ripip 




7-74S 


% F Ph 

->-r ■rn 


*+-r yT 


7 Mnr 




2-246 




H-r yr 


1 -ivie-z-ivior 


20 


7-747 


VF-Ph 




2-Tmor 






VF-Ph 


4 P\rr 


1 -ivie-z- 1 mor 






>-F-Ph 
j r"ni 


4 Pvn- 

•+-J yr 


1 Pi? 
1 -r 1Z 


25 




^-F Ph 


A P\T 

•+-r yT 


4 \/fo 1 t>i T 

•+-;vie- 1 -r iz 




7_7S 1 


j-r-Jrn 


A Pi rr 

•+-ryr 


O PtT 


, 


7 7^7 


j-r-rn 


**-r yr 


«+-ryr 


30 


7.7^*; 


1 F Ph 


A P\rr 

*f- ryr 


"3 Dipt 

.3 -ryr 




"J-7^4 


^ F Ph 


*t-r yr 


z-r yr 




7-7<>S 


*i_F Ph 


4 Pvrr 

*+-r yr 


4-r ym 


— • 
35 


- ^JU 


VF-Ph 


4 Pvrr 


j-rym 






1_F pu 

J 1"! 11 


4 Pvrr 


z-r ym 




<- JO 


VF-Ph 


4 Pvr 
*T-r yi 




40 




VF-Ph 
j r -1 11 




1 ■MC-^-AZl-v.Hi 






VF-Ph 

-5 1 1 11 


4-Pvr 

*♦ r yr 


-> T> xrT A P14^ 

^-ryro-v_ ri2 




7-761 


VF-Ph 


4-Pvr 


1 - fvi e- j - 1 yTO - v„. ri 2 


45 


2-262" 


VF-Ph 


4-Pvr 






7-263 

~— *»V/— ? 


VF-Ph 


4- Pvr 

^1 


1 Mp 4 Pin PH, 




2-264 


3-F-Ph 


4-Pyr 


3-Hpip-CH? 


SO 


2-265 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




2-266 


3-F-Ph 


4-Pyr 


4-Hpip-CH 2 




2-267 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH: 


55 


2-268 


3-F-Ph 


4-Pyr 


2-Mor-CH 2 
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Compound 


R 1 


t 

i 


R 3 


5 


No. 




i 






7 7AQ 


7 p DU 

j-r-rn 


j 4 - p > T 


1-Mc-2-Mot-CH: 




7 77H 


1 TT DU 

j-r-rn 


4-Pyr 


2-Tmor-CH; 


10 


7 771 


7 tr 

>r-rn 


4-Pyr 


l-Me-2-Tmor-CH; 






7 U DU 

j-r-rn 


4-P\T 


1-Piz-CH 2 






1 7 TT DU 

j j-r-rn 


4-Pyr 


4-Me-l-Piz-CH : 


1 c 

1 1> 


7 77zl 


7 rr du 
j-r-rn 


4-Pyr 


2-Piz-CH: 




*> 77 «; 


:>-r-Ph 


4-Pyr 


4-Pyr-CH 2 




"> 77A 


3-r-rn 


4-P>T 


3-Pyr-CH 2 


20 


"i 77-7 

/ / 


7 IT DU 

j-r-rn 


4-Pyr 


2-Pyr-CH 2 




77K 


7 U~ DU 

j-r-rn 


4-Pyr 


4-Pym-CH 2 




7 77Q 


7 C DU 

j-r-rn 


4-P>T 


5-Pym-CH 2 


25 


7 7ffn 


7 C DU 

j-r-rn 


4-P>T 


2-Pym-CH : 




7 79 1 


3,4-dir-Ph 


4-P>T 


H 2 N-CH 2 




7 707 


3,4-diF-Pn 


4-Pyr 


H 2 N-(CH 2 ) 2 


30 


7 7R7 


j,4-diF-Ph 


4-P>T 


H 2 N-(CH 2 ) ; . 




7 7ftA 


3,4-diF-Ph 


4-P>T 


H 2 N-(CH 2 ) 4 




7 7S?^ 


3,4-diF-Ph 


4-P>T 


MeNH-CH 2 


35 


7 7£A, 


3,4-diF-Ph 


4-P>T 


MeNH-(CH : ) 2 




7 7C"7 


3,4-diF-Ph 


4-P>T 


MeNH-(CH : ), 




7 7«?R 


3,4-dir-Ph 


4-Pyr 


MeNH-(CH : ) 4 


40 


7 7£Q 


3,4-dir-Pn 


4-Pyr 


ElNH-CH 2 ' 




7 7on 


7/1 A'mX? nu 

j,4-dih-Pn 


4-Pyr 


EtNH-(CH 2 ) 2 






7 ^1 AlTZ DU 


4-P>T 


EtNH-(CH 2 ) 3 


45 


7_707 


7 J AIT? DU 


4-Pyr 


EtNH-(CH 2 ) 4 




7.7Q7 


7 J AIJZ DU 


4-Pyr 


Me 2 N-CH 2 




2-294 


3,4-diF-Ph 


4-Pvr 


:vj C2 rN i^. rl 2 )2 


SO 


2-295 


3,4-diF-Ph 


4-P>T 


Me 2 N-(CH 2 ) 3 




2-296 


3,4-diF-Ph 


4-P>T 


Me 2 N-(CH 3 ) 4 




2-297 


3,4-diF-Ph 


4-Pyr 


l-Azt-CH 2 


L 


2-298 


3,4-diF-Ph 


4-Pyr 


I-Azt-(CH 2 ) 2 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




2-299 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-300 


3,4-diF-Ph 


4-Pyr 


1-AZI-(CH;)4 


10 


2-301 


3,4-diF-Ph 


4-Pyr 


1-Pyrd-CH; 




2-302 


3,4-diF-Ph 


4-Pyr 


l-P>Td-(CH : ); 




2-303 


3,4-diF-Ph 


4-Pyr 


l-Pyrd-(CH:b 


IS 


2-304 


3,4-diF-Ph 


4-Pyr 


1-Pyrd-(CH : ), 




2-305 


3,4-diF-Ph 


4-Pyr 


1-Pip-CH; 




2-306 


3.4-diF-Ph 


4-Pyr 


1-Pip-(CH 2 ): 


20 


2-307 


3,4-diF-Ph 


4-Pyr 


1-Pip-(CH;) 3 




2-30S 


3,4-diF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 




2-309 


3.4-diF-Ph 


4-Pyr 


l-Mor-CH 2 


25 


2-310 


3.4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 h 




2-311 


3,4-diF-Ph . 


4-Pyr 


l-Mor-(CH 2 b 




2-312 


3,4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 )4 


30 


2-313 


3,4-diF-Ph 


4-Pvr 


l-Tmor-CH 2 




2-314 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




2-315 


3.4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


35 


2-316 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 )j 




2-317 


3,4-diF-Ph 


4-Pyr 


1-Piz-CH 2 




2-318 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


40 


2-319 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) : , 




2-320 


3.4-diF-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) : , 




2-321 


3,4-diF-Ph 


4-Pvr 


l-Piz-CCHj), 


45 


2-322 


3,4-diF-Ph 


4-Pyr 


3-Azt 




2-323 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Azt 




2-324 


3,4-diF-Ph 


4-Pvr 


1 -Bn-3-Azt 


SO 


2-325 


3,4-diF-Ph 


4-Pyr 


3-Pyrd 




2-326 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd 




2-327 


3,4-diF-Ph 


4-Pyr 


3-Pip 


SS 


2-328 


3,4-diF-Ph 


4-Pyr 


4-Pip 
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5 


Compound 

No. 


R' 


! 




R 3 






~1 A HiP PU 


>4 D 

4-Pyr 




4-(3.4-deH-Pip) 








4-P\T 




l-Me-4-Pip 


10 




^ 4 HiP DU 


1 4-Pyr 




l-Me-4-(3 ? 4-deH-Pip) 




2-33? 


s j Hip pu 


4-Pyr 




1-Ei-4-Pip 




— j j j 


"7 4 HiP PU 

_ 


4-P\T 




l-Bn-4-Prp 


15 


~>-334 


J 1 A HiP PU 


1 4-P\T 




3-Hpip 






1 A HiP DU 


1 A D 

• 4-Pyr 

! 


i 


l-Me-3-Hpip 






7 ^1 HiP PU 


4-P\T 




4-Hpip 


20 


*) 337 


^ A HIP DU 


1 A T% 

\ 4-Pyr 


J 

j 

_L 


1 -Me-4-Hpip 




/ >_3t 1 c 


1 * HIP PU 


I A D 

4-Pyr 


i 


2-Mor 






7 A HIP PU 


4-P\t 

1 


i 


l-Mc-2-Mor 


25 


^-340 


1 A HIP PU 


1 A T\ 

| 4-Pyr 


1 


2-Tmor 




~-~>H i 


7 4 y"UTT DU 


! 4-Pyr 


i 


l-Me-2-Tmor 






7 ^i Hirr du 
-5,4-dih-Pn 


■ 4-Pvr 

1 


! 

i 


1-PlZ 


30 


0-343 


"I 4 HiP PU 


1 4-Pyr 


! 
i 


4-Me-l-Piz 




— -.?*+*+ 


4,4-air-rn 


| 4-Pyr 


j 2-Piz 






1 A HIP DU 


4-Pyr 


! 4-Pyr 


35 




7 4 HIP DU 


4-Pyr 


i 3-Pyr 




?-347 


1 A HIP PU 


: 4-Pyr 




2-Pvt 






"5 4 HIP PU 


: 4-Pyr 


4-Pym 


40 




^ A HIP PU 


4-Pyr 


5-Pym 




0_3>f) 


1 A HIP PU 


; 4-P\T 


2-Pym 






1 / HJC PU 


4-P>T 


3-Azt-CH 2 


45 


9. 3^0 


1 A HIP PU 


4-Pyr 


l-MeO-Azt-CH, 




^ -j ~j j 


7 4 HiP PU 


a r». 
4-Pyr 

i 


3-Pyrd-CH 2 




2-354 


3,4-diF-Ph 


! 4-Pyr 


l-Me-3-Pyrd-CH: 


SO 


2-355 


3,4-diF-ph 


1 4-Pyr 


4-Pip-CH 2 




2-356 


3,4-diF-Ph 


; 4-Pyr 


l-Me-4-Pip-CH 2 




2-357 


3,4-diF-Ph 


! 4 -Pyr 


3-Hpip-CH 2 


55 


2-358 


3.4-diF-Ph 


1 4-P>t 


l-Me-3-Hpip-CH 2 
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5 


Compound 

fNO. 


r' 




R-' 




2-359 


3,4-diF-Ph 


4-P\T 

J 


4-Hdid-CH^ 




^-3fi0 


3 4-diF-Ph 


4-Pvr 


l-Me-4-HoiD-CH^ 


10 




3.4-diF-Ph 


4-Pvr 


2-Mor-CH: 






> 4-diF-Ph 

J,H UJJ -111 


4-P\T 


1-Me-^-Mor-CH^ 






3.4-diF-Ph 


4-P\T 


^-Tmor-CH^ 


,5 


2-364 


^ 4-diF-Ph 


4-PVT 


1 -Me-^-Tmor-CH •> 




2-365 


> 4-diF-Ph 

J ,*t*Ul I ill 




1 -Pi7-CH^ 




2-366 


^ 4-HiF-Ph 

_> ,*T~U1I 111 


4-Pvr 


4-Me«l -Pi7-CH> 




2-367 


-J ,H-(J 1 r-ni 


4-Pvr 


^-Piy-CFN 
l iz.- v_ n 2 


! 2-368 

i 


> 4-diF-Ph 


4-Pvr 


4-Pvr-CH-> 




2-369 


4-diF-Ph 


4-Pvr 


3-Pvr-CHi 


25 J 2 " 370 


> 4-diF-Ph 


4-Pvr 


2-Pvr-CH. 

X. I Jf i 1 lj 




2-371 


% 4-diF-Ph 


4-PVT 


■r i yni vti2 




2-372 


> 4 riiF-Ph 


4-Pvr 


S-Pvm-PH, 




2-373 


J "III 


4-PVT 


x. -r y 1 1 i i 1 2 




2-374 




4-Pvt 


VUKI-PH-. 




T375 




4-Pvr 




35 


2-376 


J \^ 11 1 1 


4-Pvr 
*r m i yi 






2-377 




4-Pvr 






2-378 


VCl-Ph 




ivic i> n-v^ 112 


40 


2-379 


VCl-Ph 


4-Pvr 


ivi n*^v-Ti2j2 




2-380 


VCl-Ph 

J V_. 1 J 11 


4-Pvr 


ivic i> n *v ^- 1 1 2 / 3 




2-381 


3-Cl-Ph 


4-Pvr 
ryi 


ivit»^i 1 \ *w i i J y 4 


45 


2-382 


3-Cl-Ph 

— ' V- I ill 


4-Pyr 


HI N 1 1 112 




2-383 


3-Cl-Ph 


4-Pvr 

•» r yi 


EtNH-(CFM> 

t— 1 1 > i i yv_-ii2/2 




2-384 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 ) s 


SO 


2-385 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 )4 




2-386 


3-Cl-Ph 


4-Pyr 


Me 2 N-CH 2 




2-387 


3-Cl-Ph 


4-Pyr 


Mc 2 N-(CH 2 ) 2 


SS 


2-388 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 
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j 

Compound j 

No. I 


— r 

j 

i R 2 

! 








j 3-Cl-Ph 

f 


— rr^ 

! 4-Pvr 

j 


Me 2 N-(CH 2 ) 4 




2-390 


| 3-Cl-Ph 


! 4-Pyr 


1-Azt-CH 2 


10 


2-391 


! 3-Cl-Ph 

1 


1 4-Pyr 


-1- . i 

1-Azt-(CH 2 ) : 




2-392 


1 3-Cl-Ph 

i 


• A T\ 

j 4 -Pyr 


1-Azt-(CH 2 ) : , 




2-393 


| 3-Cl-Ph 


! 4-Pyr 


1-Azt-(CH 2 ) 4 


15 


2-394 


3-Ci-Ph 


j 4-Pyr 


1-Pyrd-CH 2 




2-395 


3-Cl-Ph 


; 4 -Pyr 


1-Pyrd-(CH 2 ) 2 




2-396 


3-Cl-Ph 


i 4-Pyr 


1-Pyrd-(CH 2 ) 3 


oft 


2-397 


3-Cl-Ph j 4-Pyr 


1-Pyrd-(CH 2 ) 4 




2-398 


3-Cl-Ph 


; 4-Pyr 


1-Pip-CH 2 




2-399 


3-Cl-Ph 


1 4-Pyr 

i 


1-Pip-(CH 2 ) 2 




2-400 


3-Cl-Ph 


! 4-Pyr 


| 1-Pip-(CH 2 ) ; , 




2-401 


3-Cl-Ph 


j 4 -Pyr 


1-Pip-(CH 2 ) 4 _ 




2-402 


3-Cl-Ph 


! 4-Pvr 

! 


l-Mor-CH 2 




2-403 


3-Cl-Ph 


! 4-Pyr 


l-Mor-(CH 2 ) 2 




2-404 


3-Cl-Ph 


! 4-Pyr j 


l-Mor-(CH 2 ) 3 




2-405 


3-Cl-Ph 


; 4-Pyr j 


l-Mor-(CH 2 ). j 


35 


2-406 


3-Cl-Ph 


•■ 4-PVT i 


l-Tmor-CH 2 | 




2-407 


3-Cl-Ph 


! 4-Pvr 1 

i 


l-Tmor-(CH 2 ) 2 




2-408 


3-Cl-Ph 


. 4-Pyr | 


l-Tmor-(CH 2 ) 3 


40 


2-409 


3-Cl-Ph 


: 4-p>t 1 


l-Tmor-(CH 2 ) 4 




2^10 


3-Cl-Ph 


1 4-Pyr j 

t 


1-Piz-CH 2 




2-411 


3-Cl-Ph 


| 4-Pyr 


1-Piz-(CH 2 ) : 


45 


2-412 


3-Cl-Ph | 4-Pyr 


1-Piz-(CH 2 ) 3 




2-413 


3-Cl-Ph j 4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-414 


3-Cl-Ph | 4-Pyr 


t rii.-^\^n 2 ^4 


SO 


2-415 


3-Cl-Ph | 4-Pyr 


3-Azt 




2-416 


3-CI-Ph 


4-Pyr 


l-Me-3-Azt 




2-417 


3-Cl-Ph 


4-Pyr 


l-Bn-3-Azt 


55 '• 


M18 


3-Cl-Ph 


4-Pyr 


3-Pyrd 
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5 


Compound 
NO. 


R 1 




R 3 




7-4 1Q 


J \- 1 III 


4-Pvr 


1 -Me-VPvrH 
i j v ic j r yi u 




7-47H 


VPi-Ph 


4-Pvr 
*+-r yi 


VPin 


10 




VPl-Ph 


4-Pvr 


4-Pin 




7 A01 




4-Pvr 
*+-r yi 


4-H 4-deH-PirTl 








4-Pvr 
•t-r y i 


l-Me-4-Pin 


15 


*> A*)A 


\ PI Ph 


A Pvt 






7 A7^ 


X PI X>h 


A P\T 

*+-r yT 


1 Ft-4-Pirk 






^ pi 


H-ryr 


1 Rn A Pirk 

i •Dn*4'r ip 


20 




7 pi PVi 


A P\T 

H-n yT 


3-npip 






i pi Ph 


A P\T 

H-ryT 


1 \4a 7 Unin 

l -lvie-o-ripip 






PI PVi 


4 P\/r 


H-npip 


25 


1 Aid 


^ pi PVi 


4 P\T 

4-r yT 


l -ivie-4-rtpip 




1 AX 1 




A P\,T 


z-ivior 






"3. PI PVi 


*+-ryr 


i -ivic--i-ivior 




30 


*? AX~l 




^4 Pit 


2-Tmor 




*"> 4 "2yl 


*2 PI Ok 

3-d-rn 


4-ryr 


1 -Mc-J- 1 mor 







>LI-rn 


A P-vrr 


1 -rlZ 




35 




X PI PVi 


4 P\T 


H-lvie- l -rlZ 




/ 


•3 pi PU 


H-ryi 






7 4^R 


"3. PI PVi 


4 Pvt 




40 




^ PI PVi 


A P\7T 


^ Pvrr 

j-ryr 




7-440 




4-PVT 


7 P\rr 

z-i yr 








4-Pvt 


*+ - j y 1 1 1 


45 


7-447 


"UPl-Ph 


4 Pvt 


j-r yrn 




7-44"* 




A-Pvrr 

H-ryi 


7 P\rm 

z-r yrn 




2-444 


^-Cl-Ph 
j \~> 1-1 ii 


4-Pvr 

*T 4 y 1 




50 


2-445 


3-Cl-Ph 


4-P>T 


l-Me-3-Azt-CH 2 




2-446 


3-Cl-Ph 


4-Pyr 


3-Pyrd-CH 2 




2-447 


3-C1-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


55 


2-448 


3-Cl-Ph 


4-Pyr 


4-Pip-CH 2 
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5 


Compound 

NO. 
1 


R' 


i 

R : R 3 

! 






Ph 


2-N T H;-4-Pym 


Me 2 N-CH 2 






Ph 

4 11 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 2 


10 


*>-4R1 


Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 






Ph 

r J l 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 






Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


15 


:>484 


Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) : 




2-4S5 


Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




:-4bo 


Ph 


2-HH 2 -4-Pyni 


1-Azt-(CH 2 )4 


20 




Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




2-4SS i Ph 


2-NH : -4-Pym 


1-Pyrd-(CH 2 ) 2 




2-4S9 j Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


25 


2-400 


Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




2-491 


Ph 


2-NH;-4-P\Ttl 


1-Pip-CH 2 




2-492 


Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 


3 ! 


2-493 


Ph 


2-NH 2 -4-Pym 


1-P«p-(CH 2 ) ; . 




2-494 


Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 )4 




2-495 


Ph 


2-NH : -4-Pym 


l-Mor-CH 2 


35 


2-496 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




2-497 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




2-498 


Ph 


2-NH 2 -4-Pym 


1-Mor-(CH 2 )„ 


40 


2-499 


Ph 


2-NTH 2 -4-Pym 


l-Tmor-CH 2 




2-500 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 2 




2-501 



Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 




2-502 

I 


Ph 


2-NH : -4-Pym 


l-Tmor-(CH 2 )4 




2-503 


Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-504 


Ph 


2-NH : -4-Pym 


1-Piz-(CH 2 ) 2 


so 


2-505 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 


j 2-506 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-507 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 


55 


2-508 


Ph ' 


2-NH r 4-Pym 


3-Azt 
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5 


Compound 

f>0. 


R 1 




R 3 

i 






2-509 


Ph 
i 1 1 


2-NH 2 -4-Pym 


l-Me-3-Azt 






2-510 


Ph 


2-NH 2 -4-Pym 


1 -Rn ^ A -r\ 


10 


?-51 1 


Ph 
ill 


2-NH 2 -4-P\7n 


j~r yru 




— - > 1 mm 


Ph 


2-NH 2 -4-Pym 


1 -Jvie- J>-r VTG 




2-513 


Ph 


2-NH 2 -4-Pym 


% Pin 


15 


2-514 


Ph 


2-NH 2 -4-Pym 


A Pin 






Ph 


2-NH 2 -4-Pym 


A_(~l A /-I a LI O " \ 






Ph 

rii 


2-NH 2 -4-Pym 


1 -Mf»~d-Pir» 
i iYic**t-rip 


20 




Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




— J 1 o 


Ph 


2-NH 2 -4-Pym 


i-nt-4-Pip 




— JI 7 


Ph 

rll 


2-NH 2 -4-Pym 


I -on-4-rip 


Ho 


! 2-520 


Ph 


2-NH 2 -4-Pym 


->-Hpip 




— — i 


Ph 


2-NH 2 -4-P\m 


i -Me-S-Hpip 






Ph 


2-NH 2 -4-Pym 




30 


- J-J 


Ph 


2-NH 2 -4-Pym 


1 -Me-4-i-ipip 


i 


2^525 


Ph 


2-NH 2 -4-Pym 


i*Mor 


! 
i 


Ph 


2~NH-4-P>-m _ 


i-Me-2-Mor 


i 

35 \ 

\ 


2-526 


Ph 


2-NH 2 -4-P\7n 


0 T mn „ 

-i- 1 mor 




2-527 


Ph 


2-NH 2 -4-Pym 


i -Me-2- i mor 




2-528 


Ph 


2-NH 2 -4-Pym 


1 Pi-7 


40 




2-NH 2 -4-P>m 


-+-jvic- 1 -r\z 






Ph 


2-NH 2 -4-P>tt» 


2-Piz 




2-531 


Ph 


2-NH 2 -4-Pym 


4-Pyr 


45 


2-532 


Ph 


2-NH 2 -4-Pym 


3-Pyr 




2-533 


Ph 


2-NH 2 -4-Pym 


2-Pyr 




2-534 


Ph 


2-NH 2 -4-Pym 


4-Pym 


SO 


2-535 


Ph 


2-NH 2 -4-Pym 


5-Pym 




2-536 


Ph 


2-NH 2 -4-Pym 


2-Pym 




£-5S / 1 Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


55 


2-538 j Ph 


2-NH 2 .4-Pym 


l-Me-3-Azt-CH, 
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5 


Compound 

No. 


R 1 




R 3 






Ph 


~) . KTU „. _ A Pv.-m 
»*nn|| -*t - 1 v hi 


VPvrrUCH- 
j i y i u-v^ n 2 






Ph 


7 KTW-. 4 Pvrm 


i -ivic- j-r yiu v» n. 


10 


1 ^A1 


r n 


7 KIPI d Pvrrn 


*+-r l ri 2 




"» ^A? 


Ph 

r n 


z - in ri 2 r ym 


j -ivjc-*+-rip-v- r»2 




ZO*4.3 


Ph 


9 NTH ^_A_P\m-( 

z - in ri2 " r ym 


-•-ripip-^n 2 


15 




Ph 

rn 


Z-INri2~4-r ym 


1 -ivic- J-rlplp-v- 1 12 




7 ^A^ 


Ph 

r n 


z-iNri2-4-r yrn 


ri2 






Ph 

rn 


7 KTT-K A P\rm 

z-iNri2-4-r ym 


1 \y1<=» A UTnirk PH 

i -ivie-4-ripip-v^n 2 


20 


7 ^A7 


Ph 


7 KTU /I 

z-]NJi;-4-ryni 


z-ivior-CH2 




i-O-to 


Ph 

r n 




1 -ivie-z-ivior-v^ri; 




7 ^AQ 


Ph 


7 - KJT-4 - A _ P \/m 


?-Tmr\r C^\A ^ 

i rnor-v_,ri2 


25 


7 s^n 


Ph 

ru 


— -iNri2~4-* ym 


i ~ivie-z- 1 mor-L.ri2 




--jj i 


Ph 


z - in n r ym 


I "i 1Z.~L ri2 






Ph 


T NTJ-l 4 P-i/m 

z-iNn:-4-r ym 


•+-ivie- i -riz-v w ri2 


30 




Ph 


z - in n 2 -4- r ym 


7 Pi? r*T4 
z-r iZ-Crl2 






rn 


7 KTT4 4 P%rrr-t 

^-iNri;-4-ryrn 


1 Dxr*. /~"LJ 

4-l J >T-Cri2 






Ph 

rn 


z-iNrt2-4- r ym 


7 D,rr 

^-r>T-Uri 2 


35 




Ph 

rn 


Z - IN ri 2 -4 - r ym 








Ph 

r n 


z - in ri 2 -4 - r yrn 


4-r\ r m-Lri2 






Ph 
rn 


7 XI PK A.Pvrm 

z- in ri2-^+ r ym 


D~r \tT1-V- ii 2 


40 


7 


Ph 

r n 


7 MPI-, d Pvm 


Z-r NTTl-k^ 1 12 






A P Ph 


7 KTT-4 _ A P\/m 

z - in n 2 -4 - r ym 


rj2l N <-lwrl2 




• •JO 1 




9 T\IPU J. Pvrm 
z-inii2-*+ r ym 


rl2rN"v^* 1 2;2 


45 




d.F-Ph 

*+-r -r ii 


7 KIM ^ A Pvrm 
z - in n 2 -*+ - r yn i 


n 2i N- V^-' ri 273 




Z J J 


d-P-Ph 
t-r -r ii 


in n 2 y in 


rl2J^"v^ "2 J«l 




2-564 


4-F-Ph 


2-NH— 4-Pvm 

*m 1 "i » J. Till 




SO 


2-565 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH : ) 2 




2-566 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




2-567 


4-F-Ph 


2-Nrl 2 -4-Pym 


MeNH-(CH 2 ) 4 


55 


2-568 


4-F-Ph 


2-NrI 2 -4-Pym 


EtNH-CH 2 
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5 


Compound 

No. 


R' 




R 3 




2-569 


4-F-Ph 


2-NH 2 -4-Pyrn 


EtNH-(CH 2 ) : 




2-570 


4-F-Ph 


^-Nn;-4-Pym 


EtNH-(CH 2 ) 3 


10 


I 2-571 


4-F-Ph 


2-NH:-4-Pym 


EiNH-(CH 2 ) 4 








4-F-Ph 


i-NH : -4-Pym 


Me 2 N-CH 2 




-iO/j j 4-h>Ph 


2-NH : -4-Pym 


Me 2 N-(CH 2 ) 2 


1 5 


j . .__ 

1 2-575 


! 4-h-Ph 

! : — 


2-NH:-4-Pym 


Me 2 N-(CH 2 ) 3 




1 


--f--Ph 


2-NH:-4-Pym 


Me 2 N-(CH 2 ) 4 




2-576 


! 
i 


4-F-Ph 


i-NH:-4-Pyni 


l-Azt-CHj 


20 


2-577 


i 


4-F-Ph 


2-NH : -4-Pym 


1-Azt-(CH 2 ) 2 




2-578 


i 


4-F-Ph 


0 KTXJ 4 D 


1-Azt-(CH 2 ) 2 ^ 




| 2-579 
i 


j 
I 


4-F-Ph 


2-NH;-4-Pym 


1-A2t-(CH 2 ) ; 


25 


2-5SO 


1 


4-F-Ph 


2-NH : -4-Pym 


1-Pyrd-CH 2 




2-5S1 




2-NH:-4-Pym 


1-Pyrd-(CH : >: 




2-5S2 




i-KPh 


2-NH : -4-Pyrn 


l-P>Td-(CH 2 ) 3 


30 


-t-r-m 


2-NH : -4-Pym 


l-Pyrd-(CH 2 ) 4 




2-584 


4-F-Ph 


2-NH : -4-Pym 


1-Pip-CH 2 




2-585 


4-F-Ph 


2-NH--4-Pym 


1-Pip-(CH 2 ) 2 


or 
OO 


2-586 


4-F-Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 ) 3 




2-587 


4-F-Ph 


2-\ r H : -4-Pym 


1-Pip-(CH 2 ) 4 




2-588 


4-F-Ph 


2-NH:-4-Pym 


l-Mor-CH 2 


40 


2-589 


4-F-Ph 


2-NH : -4-Pym 


l-Mor-(CH 2 ) 2 




2-590 


4-F-Ph 


2-NH : -4.pym 


l-Mor-(CHj), 




2-591 


4-F-Ph 


T V IT l * i-v 

2-NH>-4-Pym 


l-Mor-(CH 2 ) 4 




2-592 


4-F-Ph 


2-NH2-4-Pym 


l-Tmor-CH 2 




2-593 


4-F-Ph 


2-NH:-4-Pym 


l-Tmor-(CH 2 ) 2 




2-594 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-^CH-.'k, 

* * »*»VPJ \>-rl 17/3 


50 


2-595 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 4 




2-596 


4-F-Ph 


2-NH 2 -4-Pym " 


1-Piz-CH 2 




2-597 


4-F-Ph 


2-NH : -4-Pym 


1-Piz-(CH 2 ) 2 


55 


2-598 


4-F-Ph ; 


2-NH 2 -4-Pym 


l-Piz-(CH 2 ) 3 



1S6 
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5 


Compound 
No. 




K 


i 




2-599 


4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH : ) 3 




2-600 


4-F-Ph 


2-NH 2 -4-Pym 


l-Piz-(CH 2 ) J 


10 


2-601 


4-F-Ph 


2-NH 2 -4-Pym 


3-Azt 




2-602 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-603 


4-F-Ph 


2-NH : -4-Pym 


l-Bn-3-Azt 


15 


2-604 


4-F-Ph 


2-NH : -4-Pym 


3-P>Td 




2-605 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




2-606 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pip 


20 


2-607 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pip 




2-608 


4-F-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




2-609 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


25 


2-610 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-611 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-612 


4-F-Ph 


2-NH : -4-Pym 


l-Bn-4-Pip 


30 


2-613 


4-F-Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-614 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




2-615 


4-F-Ph 


2-NH 2 -4-Pym 


4-Hpip 


35 


2-616 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




2-617 


4-F-Ph 


2-NH 2 -4-Pym 


2-Mor 




2-618 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor 


40 


2-619 


4-F-Ph 


2-NH 2 -4-Pyrn 


2-Tmor 




2-620 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




2-621 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


45 


2-622 


4-F-Ph 


2-NH : -4-Pym 


4-Me-l-Piz 




2-623 


4-F-Ph 


2-NH 2 -4-Pym 


2-Piz 




2-624 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 


SO 


2-625 


4-F-Ph 


2-NH : -4-Pym 


3-Pyr 




2-626 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pyr 




2-627 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pym 


55 


2-628 


4-F-Ph 


2-NH 2 -4-Pym 


5-Pym 



. 157 

BNSDOCiD: <EP 107071 1A2_L> 



EP 1 070 711 A2 



40 



Compounc 


R' 




R 3 


2-629 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pym 


2-630 


*+-r -rn 


2-NH 2 -4-Pvm 


3-Azt-CH : 


2-63 1 


4-F-Ph 


2-NH : -4-Pym 


l-Me-3-Azt-CH^ 

i 


—632 


4. F PH 


2-NTI : -4-Pym 


3-Pyrd-CH 2 


2-633 


4-F Ph 


2-NH : -4-Pym 


I-Me-3-Pyrd-CH : 


2-634 


4-F PH 


2-NH : -4-Pym 


4-Pip-CH: 


—635 


H-r-rn 


2-NH 2 -4-Pym 


1-Me-4-Pip-CH 2 


2-636 


A-F-PH 


2-NH : -4-Pym 


3-Hpip-CH 2 


2-637 


4 P PH 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




4.p pu 


2 -NH : -4-Pym 


4-Hpip-CH 2 




4-F Ph 


2-NH : -4-Pym 


l-Me-4-Hpip-CH 2 




4 V PH 

4-r-rn 


2-NH 2 -4-Pym 


2-Mor-CH: 




4 P PH 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 


2-642 


4 P PH 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


a- WtJ 


4 P PH 


2-NH 2 -4-Pym 


1 -Me-2-Tmor-CH 2 


7-64.4 




2-NH 2 -4-Pym 


1-Piz-CH 2 




4 F PK 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


2-646 


4 F PK 


2-NH : -4-Pym 


2-Piz-CH 2 


7-647 




2-NH 2 -4-Pym 


4-Pyr-CH 2 


2-648 


4 P PH 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


2-649 


4-P PH 


2-NH 2 -4-Pyni 


2-Pyr-CH 2 


7-6S0 


4-r-rn 


2-NH 2 -4-Pym 


4-Pym-CH 2 


2-651 


4 P PH 


2-NH 2 -4-Pym 


>Pym-CH 2 


2-652 


4 P PH 


2-NH 2 -4-Pym 


2-PynvCH 2 


2-653 


^ F PH 


2-NH 2 -4-Pym 


H 2 N-CH 2 


2-654 


3-F-Ph ^ 


2-NH 2 -4-Pym 




2-655 




2-NH 2 -4-Pyiri 


H 2 N-(CH 2 ) 3 


2-656 ; 


S^Ph " ; 


2-NH : -4-Pym j 


H 2 N-(CH 2 ) 4 


2-657 ; 


*-F-Ph ; 


2-NH 2 -4-Pym j 


MeNH-CH 2 


2-658 I 


>-F-Ph ; 


>-NH 2 -4-Pym J 


vleNH-(CH 2 ) 2 
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Compound 

No. 




R ! 






2-659 


3-F-Ph 


2-NH 2 -4-Pym 

* 


MeNH-(CH 2 ) 3 




2-660 


3-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH;)4 


10 


2-661 


3-F-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 




2-662 


3-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




2-663 


3-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 )ji 


15 


2-664 


3-F-Ph 


2-NH : -4-Pym 


EtNH-(CH 2 ) 4 




2-665 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 




2-666 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 2 


20 


2-667 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




2-668 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 




2-669 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


25 


2-670 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ); 




2-671 


3-F-Ph 


2-NH;-4-Pym 


1-Azt-(CH 2 ) 3 




2-672 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ), 


30 


2-673 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




2-674 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 2 




2-675 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


35 


2-676 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




2-677 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




2-678 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 


40 


2-679 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 




2-680 


3-F-Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 ) 4 




2-681 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


45 


2-682 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




2-683 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 h 




2-684 ' 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 


50 


2-685 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 




2-686 


3-F-Ph 


2-NH 2 -4-Pym 


1 -Tmor-(CH 2 ) 2 




2-687 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


55 


2-688 


3-F-Ph 


, 2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 4 
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Compound 
No. 




R : 


R 3 




2-689 


3-F-Ph 


z - in rl; -4- - r ym 


l-Piz-CH 2 




2-690 


3-F-Ph 


z-iNM^-4-rym 


l-Piz-(CH 2 ): 


10 


2-691 


3-F-Ph 


Z-rsi-l^-4-rym 


l-Piz-(CH 2 ) 3 




2-692 


3-F-Ph 


z-NH2-4-Pym 


4-Me-l-Piz-(CH 2 )3 




2-693 


3-F-Ph 


z-NH2-4-Pym 


l-Piz-(CH : ) 4 


15 


2-694 


3-F-Ph 


Z -NH 2 -4-Pym 


3-Azt 




2-695 


3-F-Ph 


T XTTJ 4 r* 

Z -INH: -4- Pym 


l-Me-3-Azt 




2-696 


3-F-Ph 


z-NH2-4-Pym 


l-Bn-3-Azt 




2-697 


3-F-Ph 

-J l V 1 J 


—j vrt f M T\ 


3-Pyrd 




2-698 


3-F-Ph 

—"A 111 


T XT! I a T* 

z-NH:-4-Pym 


l-Me-3-P>Td 




2-699 


3-F-Ph 


1 XTT T 4 r> 

Z-NH 2 -4-Pym 


3-Pip 


25 


Z- f\)\J 


3-F-Ph 


2-NH 2 -4-Pym 


4-Pip 




2-701 


3-F-Ph 


z-NH--4-Pym 


4-(3,4-deH-Pip) 




2-702 


3-F-Ph 


n XTTJ /I Ti 

Z-iNH2*4-Pym 


l-Me-4-Pip 


in 


2-703 


3-F-Ph 
— ' i 1 1 1 


n XTT T 4 tn 

z-NH2-4-Pym 


l-Me-4-(3,4-deH-Pip) 1 




2-704 


3-F-Ph 


2-NH:-4-Pym 


l-Et-4-Pip 






2-705 


1-F-Ph 

— ' 1 I 1 1 


2-NH:-4-Pyni 


i-Bn-4-Pip 




or 
JO 


2-706 


3-F-Ph 
•j i i ii 


Z-rNH2-4-Pym 


3-Hpip 




2-707 


3-F-Ph 1 


z-NH;>-4-Pym 


l-Me-3-Hpip 




2-708 


3-F-Ph 

*J 1 X 11 


■") K T l_j 4 r\ . 

z-iNH2-4-Pym 


4-Hpip 


Aft 


2-709 


3-F-Ph 


Z -IN H2 -4 -Pym 


l-Me-4-Hpip 


- 


2-710 


3-F-Ph r 


Z -i\H 2 -4- Pym 


2-Mor 


- 


2-711 


3-F-Ph 


Z-INl-l2-4-Fyin 


l-Me-2-Mor 


45 


2-712 


3-F-Ph 


Z-lNH2-4-Pym 


2-Tmor 




2-713 


3-F-Ph 


z-iNri2-4-r , ym 


l-Me-2-Tmor 




2-714 


3-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


SO 


2-715 


3-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


i- 


2-716 


3-F-Ph 


2-NH 2 -4-Pym 


2-Piz 


i z- / 1 / 


3-F-Ph 


2-NH2-4-Pym 


4-Pyr 


I 2-718 


3-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 

. . 
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Compound 
No. 


R 1 


R 2 


R 3 




7.71Q 


7-F-Ph 
j-r -in 




7-Pvt 

--ryr 






7-F-Ph 
j-r - r n 


-i-iNri2 h -r ym 


4- Pvm 
*+-r ym 


10 


7.77 1 

Z - /Z. 1 


7-F-Ph 
j-r -rii 


7_MV4-,-4-Pvrn 
- i> n.2 ^ r yn j 


S.Pxrrn 
J J > III 






7-F-Ph 
j - r - r 1 1 


7-MT-U-4-Pvm 


7 -Pvm 
—■ * j ii i 




7 777 
Z- /Z J 


7 F-Ph 
j-r -rii 


7-MVK-4-Pvm 
j- ~vs n.T-*T- r yii l 


7«A7t-rn-i 

J A/.1 v. 11 2 


15 


7 774 
Z- 1 Z-4 


7 F Ph 


7 . NTH - 4 . P \rm 

z-in ri2 •* -rym 


i -ivic- j-/\zi-^, ri2 




7 77^ 
Z- / Z J 


7 F Ph 

j-r-rn 


7 MH, 4 P\rm 


7 PvtH PH, 
j-r>Ta-v^ri2 




9 77A 
Z- / ZO 


7 F Ph 
j-r-rn 


7 NTV-I ^ 4 Pvrm 

z-in n2-^-rVTn 


1 -ivlC- J-r VTQ-V^. rl 2 


20 


7 79 7 
*i - / Z t 


7 F Ph 
j-r-rn 


7 NTVK J. Pvrm 

z - in ri2 - 1 ym 


4 Pir» ^VI 




7 77 £ 
Z- /Zo 


7 F PH 

jT-rn 


7 MFT^ 4 P\rm 

z - in n 2 r ym 


i -ivie-*t-r ip-^n2 




7 770 

Z- /Zv 


j-r-rn 


7 Mil 4 Pvrr-r* 

z- in ri^-^-i ym 


J-ripip-V-,rl2 


25 


7 770 


7 F PVi 
j-r-rn 


7 NT-I-* 4 P\rrri 

z - in n.2 r ym 


I -lvic- j-ripip-V-, rl- 


■-■ 


7 77 \ 
Z- / J 1 


7 TT pU 


7 KTT4. 4 P\rrrk 

Z - IN 17 2 - r ym 


**-ripip-i w ri2 


... 


7 777 
Z- / 


7 r pv> 
j-r-rn 


7 XrW* 4 P\m-i 
Z-IN rl 2 -^-ryul 


l -jvie-H-ripip-^rl2 


30 


7 771 
Z- / jj 


7 P PK 

j-r-rn 


7 MT4- A D.rm 

z-in n^-^-r ym 


7 M/%f f"*U 

z-ivior-Vwn2 




9 77 4 
Z- / J4 


7 V PVi 

j-r-rn 


7 M14 4 D,^n 
Z-INri2-^t-rym 


l - m e-z- ivi o r- o 2 




7 77 ^ 
Z- / JJ 


7 P PVi 

j-r-rn 


Z-lNrl2-H-rym 


Z- 1 mor-Lri2 


35 


7 77A 
Z- / jO 


7 P PVi 

j-r-rn 


z-iNri^-^'r ym 


i -lvie-z- 1 mor-v_ii2 




7 77 7 

Z- 1 j / 


7 C PVi 

j-r-rn 


7 XTU 4 D\rrv% 

z-rsi ri2-^-rym 


1 Pi-> r^LJ 




7 77R 
Z- / jO 


7 F PVi 
j-r-rn 


7 MU, 4 pvm 

z- in *♦ ryrn 


*+-lvie- l -rlZ-U.ri2 


40 


7_770 


7_F-Ph 
j-r-rn 


7_K]T-I..4.Pvrrri 

-- IN rt2 *+ -rym 


7 Pi-> fU, 
Z-rlZ-V^M2 




7.740 


7-F-PVi 
j-r -rn 


7 - KTVi ~ -4- P v/m 
z-in ri2 r ym 








7 F Ph 
j-r-rn 


7 KJT4 , 4 Pvm 

z in ri}-'* ryiu 


7 Pvr P14^ 
j-r yr-v^rl2 


45 


7-747 


7 F PH 
j-r-rn 


7 NJ1-J , 4 Pvm 

z-in ri 2 -H-ryi i ] 


z-ryr-\— ri2 




7-747 


7-F-Ph 
j-r -rii 


7.MH,4.Pvm 
Z-lNri2 ^ * yni 


*♦ - r ym -v^ n 2 




2-744 


3-F-Ph 


7-NH- f -4-Pvm 

«v 111 11 T 1 Till 


— J 1 Till v^i*2 


SO 


2-745 


3-F-Ph 


2-NH : -4-Pym 


2-Pym-CH 2 




2-746 


3,4-diF-Ph 


2-NH : -4-Pym 


H 2 N-CH : 




2-747 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H : N-(CH 2 ): 


55 


2-748 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 
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Compounc 
No. 


' R' 








2-749 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH : ). 




2-750 


3,4-diF-Ph 


2-NH ; -4-Pym 


MeXH-CH 2 




2-751 


3,4-diF-Ph 


2-NH 2 -4-Pym 


McNH-(CH 2 ) 2 




2-752 


3,4-diF-Ph 


2-NH : -4-Pym 


MeNH-(CH : ) 3 




2-753 


3,4-diF-Ph 


2-NH:-4-P ym 


MeNH-(CH 2 ) 4 




2-754 


3,4-diF-Ph 


2-NH 2 -4-P>tti 


EtNH-CH 2 




2-755 


3,4-diF-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




2-756 


3,4-diF-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 j 




3,4-diF-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 4 "j 


! 2-758 
! 2-759 


3,4-diF-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 


! 


3,4-diF-Ph 


2-NH 2 -4-Pyni 


Me 2 N-(CH 2 ) : 


1 2-760 


3,4-diF-Ph 


2-NH 2 -4-P^ni 


Me 2 N-(CH 2 ) 3 


' 2-761 


3,4-diF-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 )j H 


j 2-762 


3,4-diF-Ph 


2-NH,-4-Pym 


1-Azt-CH 2 


i 2-763 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 


j 2-764 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) : , 


! 2-765 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-A2t-(CH 2 )4 


j 2-766 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 


J 2-767 

i 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 2 


| 2-768 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Pyrd-(CH 2 h 


j 2-769 

t 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 


j 2-770 


3,4-diF-Ph 


2-NH,-4-Pym 


1-Pip-CH: 


! - 
i » 


-/ / 1 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 j 




3,4-diF-Ph 


2-NH,-4-Pym 


1-Pip-(CH 2 ) 2 




'l ID 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ), 


1 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 ' ~ j 


i 
| 




3,4-diF-Ph ; 


2-NH 2 -4-Pym 


I-Mor-(CH 2 ) 2 


i 


J,4-diF-Ph : 


>-NH 2 -4-Pym 


l-Mor-(CH 2 )., 


2-777 ; 


5,4-diF-Ph ; 


>-NH 2 -4-Pym ] 


1 -Mor-(CH 2 ) 4 


2-778 : 


(,4-diF-Ph "I 


>-NH 2 -4-Pym l-Tmor-CH 2 
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Compound 
No. 


R 1 R= 

! 


R 3 




2-779 


3.4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ), 




2-780 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


10 


2-781 


3.4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH ; ) 4 




2-782 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-783 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) : 


15 


2-784 


3.4-diF-Ph 


2-KH 2 -4-Pym 


1-Piz-(CH 2 ); 




2-785 


3.4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 )< 




2-786 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )4 


20 


2-787 


3.4-diF-Ph 


2-NH 2 -4-Pym 


3-Azt 




2-788 


3.4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-789 


3.4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azl 


25 


2-790 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




2-791 


3.4-diF-Ph 


2-NH 2 -4-Pym 


1 -Me-3-Pyrd 




2-792 


3.4-diF-Ph 


2-NH 2 -4-Pym 


3-Pip 


30 


2-793 


3,4-diF-Ph 


2-NH : -4-Pym 


4-Pip 




2-794 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




2-795 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1 -Me-4-Pip 


35 


2-796 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-797 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-798 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


40 


2-799 


3.4-diF-Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-800 


3,4-diF-Ph 


2-NH 2 -4-Pyni 


l-Me-3-Hpip 




2-801 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Hpip 


45 


2-802 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




2-803 


3,4-diF-Ph 


2-NH : -4-Pym 


2-Mor 




2-804 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Mor 


SO 


2-805 


3,4-diF-Ph 


2-NH : -4-Pym 


2-Tmor 




2-806 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




2-807 


3,4-diF-Ph 


2-NH : -4-Pym 


1-Piz 


55 


2-808 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 
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Compound 

No. 


! R< 


i 

r: i r 3 

1 


2-809 


3,4-diF-Ph 

■ 


2-NH 2 -4-Pym ! 2-Piz 

— 1 


•i-oiu | 3,4-diF-Ph 


2-.\H,-4-Pym | 4-Pyr 


2-8 ll j 3,4-diF-Ph 


2-NH 2 -4-Pym J 3-Pyr 


2-812 ; 3,4-diF-Ph 


2-NH,-4-Pym ! 2-Pyr 


'2-8 13 j 3,4-diF-Ph 


2-NH 2 -4-Pym j 4"^ 


2-S14 | 3,4-diF-Ph 


2-NH 2 -4-Pym J 5-Pym ~ 


2-815 j 3,4-diF-Ph 


2-NH 2 -4-Pym j 2-Pym 


2-816 ! 3,4-diF-Ph 


2-NH ; -4-Pvm ! 3-Azt-CH, 
1 


-0 I / 




2-N T H 2 -4-Pym 


l-Me-3-Azt-CH 2 j 


2-818 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 j 


2-819 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH: 


2-820 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 


2-821 

-> r.,-, !" 


3,4-diF-Ph 


2-NH 2 -4-Pym 


I-Mc-4-Pip-CH 2 


A-t>H i j,4-dll--Ph 

1 


2-NH 2 -4-Pym 


3-Hpip-CH 2 


2-823 | 3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 


2-824 j 3,4-diF-Ph 

t 


2-NH 2 -4-Pym 


4-Hpip-CH 2 


2-825 j 3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip-CH: 


2-826 j 3.4-diF-Ph 


2-NH 2 -4-Pym 


2-Mor-CH 2 


2-827 j 3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 


2-828 j 3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


2-829 j 3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 


2-830 | 3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH, 




i 3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Pi 2 -CH 2 


2-832 


j 3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 


2-833 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 


2-834 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


^-6->3 j 3,4-dih-Ph ; 


>-NH,-4-Pym 


2-Pyr-CH 2 


2-836 j 3,4-diF-Ph ; 
-1 0-.-, 1 , . 


>-NH 2 -4-Pym 


4-Pym-CH 2 






!-NH 2 -4-Pym " 


5-Pym-CH 2 


2-838 


3,4-diF-Ph 2 


-NH 2 -4-Pym | 2-Pym-CH 2 
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Compound 


R 1 








2-839 


3-Cl-Ph 


T-NT-U-4-Pvrn 


1 1 2 1 ~ 112 




2-840 


3-Cl-Ph 


^-MH^-4-Pvm 


i^i^ v 1 12 7- 


10 


2-84] 


3-Cl-Ph 


^-NH^-4-Pvm 


1 1 2 * \^~^ i 12/3 




2-K42 


3-Cl-Ph 


^-TsTH^-4-Pvrn 

— Ill p — — l V 1 1 1 


i ijii \v.-j ij/4 




2-84" 


3-Cl-Ph 


7 -NH^-4-Pvm 


MeNH-CHi 


15 


2-S44 


3-Cl-Ph 


^-NH— 4-Pvm 

«■» ill lj— T"l JT 1 1 1 


iVi^iii i y \— . 11-2)2 




— 

— J 


"^-Cl-Ph 


^-MH— 4-Pvm 

— 1 1 1 I 2 *▼ I Jrll 1 


lvici i r i-i v. n 273 






"-Cl-Ph 


— ] 1 1 lj I Vlll 


iViciii i ^ \— 1 1 2 /-I 


20 






^-MH~ 4-Pvm 

— j 1 1 1^ *t r y 1 1 1 


i^u i n v n ^ 




_ - O ~t o 


2 1 V- ill] 


i iii l j *r r yiii 


L-iiin ^^11272 






■%-ci-Ph . 


*> -NTH -4-Pvm 
ii n;-t- 1 y 1 1 1 


ci i> n*^ v_, 1 1 2 ;3 


25 


-*OJu 


j* \w. ■ r j i 


mm Jlllj "T I Ylll 


lu ii i ^v—ri274 




— O 1 


J'V, IT 1J 


^- NTH --4-Pvm 

_ ill lj 1 Vlll 


ivic2i- v— 1 1 2 




— - O -> — 


- \— 1 — r 11 


^ -NTH --4-Pvm 

«_ 1 1 1 i j — **♦— 1 Vlll 


ivi C2 1 ~ \ V— n 2 )2 


30 




^-ri-Ph 
— i-r i j 




iviC7i > \ w ii 2y 3 




» - O ~f 


^-Cl-Ph 

_> v- 1-r 11 


i > 1 1 2 h i y n l 


ivl C2 IN ri 2 74 




— O 




">-K T H--4-Pvm 

; i ii 2 ^ i viii 


i AZ.i v. n 2 


35 


— . - O VJ 


— ' W 1 1 1 1 


*>- NTH- -4-Pvm 


i /YZ.I 1*2/2 






v.. i i 1 1 


- ii 112 i y in 


l -/vZl-^V^ ri2 /3 




2-858 


VCl-Ph 
-' \_- 1 i 1 1 


^ -NTH --4-Pvm 

- iii 12 ^ i yin 


l Ax l v_ O 2 /4 


40 


2-859 


3-Cl-Ph 


^-NTH— 4-Pvm 

1 11 1"*T I Vlll 


i rvi u-v_ n. 2 




2-860 


3-Cl-Ph 


~> -NTH --4-Pvm 

• ill 12 "T " YIII 


1 -P\Td-rPH- , »^ 
i -i > i u-^ v^n- )2 




2-S61 


3-CI-Ph 




i i y i li - ^ n 273 


45 


2-862 


3-Cl-Ph 


--4-Pvm' 

- iii ij ~ i y \ i\ 


1 -Pvrd-fPH-\, 
i-r viu*vvri2;j 




2-863 


3-Cl-Ph 


°-NH--4-Pvm 

«— 11112 * • Till 


t * iyj V— ' i ij 




2-864 


3-Cl-Ph 


2-NH : -4-Pym 


l-Pio-fCH-.^ 

* lip l V-^ ft A ^ f / 


50 


2-865 


3-Cl-Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 ) 3 




2-866 


3-Cl-Ph 


2-NH : -4-Pym 


1-Pip-(CH 2 ) 4 




2-867 


3-Cl-Ph 


2-NH : -4-Pym 


l-Mor-CH 2 


55 


2-868 


3-Cl-Ph 


2-NH;-4-Pym 


l-Mor-(CH 2 h 
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• 


5 


Compound 
No. 


R ] 

fx 


V- 

IX 


fx 




2-899 1 3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




2-900 


3-C!-Ph 


2-NH r 4-Pym 


l-Piz ! 


10 


2-901 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




2-902 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Piz 




2-903 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-P\T 


15 


2-904 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pvt j 




2-905 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pvt 




2-906 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pym 


20 


2-907 


3-Cl-Ph 


2-NH 2 -4-Pym 


5-Pym 




2-908 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pym 




2-909 


'3-Cl-Ph 


2-NH 2 -4-Pym - 


3-Azt-CH 2 


25 


2-910 


3-Cl-Ph 


2-NH r 4-Pym 


l-Me-3-Azt-CH: 




2-911 


3-Cl-Ph 


2-NH r 4-Pym 


3-Pyrd-CH; 




2-912 


3-Cl-Ph 


2-NH : -4-Pym 


l-Me-3-Pyrd-CH 2 . 


30 


2-913 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




2-914 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Me-4-Pip-CH 2 




2-915 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Hpip-CH: 


35 


2-916 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




2-917 


3-Cl-Ph 


2-NH 2 -4-Pym . 


4-Hpip-CH 2 




2-918 


3-Cl-Ph 


2-NU 2 -4-Pyrn 


l-Mc-4-Hpip-CH 2 


40 


2-919 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Mor-CH: 




2-920 


3-Cl-Ph 


2-NH 2 -4-Pyrn 


l-Me-2-Mor-CH 2 - 




2-921 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


45 


2-922 


3-Cl-Ph 


2-NH 2 -4-Pyrn 


l-Me-2-Tmor-CH 2 




2-923 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-CH, 




2-924 


3-Cl-Ph 


2-NH 2 -4-Pym . 


4-Mc-l-Piz-CH 2 


SO 


2-925 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-926 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-927 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


55 


2-928 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 
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10 



75 



20 



25 
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Compounc 
No. 


R 1 


FT 


R 3 




2-929 


-> i-r n 


! 2-NH ; -4-Pym 


4-P>tti-CH 2 






3-CJ-Ph 


; 2-NH 2 -4-Pym 


5-P\Tn-CH 2 


\ 


2-931 


1 r>U 


: 2-NH ; -4-Pym 


2-Pym-CH 2 




2-932 


rn 


, 2-MeNH-4-PvTn 


| H 2 N-CH : 


i 


2-933 
2-9V4 
-> /-» -» - 


pu 

rn 

1 DU 


' 2-Me\H-4-Pym 


H 2 N-(CH:) 2 


i 


1 rn 


, 2-MeNH-4-PviTi 


H 2 N-(CH : ) 3 




i rn 


j 2-MeNH-4-Pym 


H 2 N-(CH 2 ), 


j 2-93<> 


Ph 

r n 


j 2-MeXH-4-Pym 


MeNH-CH 2 


j 2-937 


rn 


i 2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 


i 2-93S 

( ; 


. n 


j 2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 


! 

i : 




rn 


1 2-McNH-4-Pym 


MeNH-(CH 2 >4 


i 


2-940 


DU 

rn 


. 2-MeNH-4-Pym 


EtNH-CH 2 




)-94] 


Ph 


1 2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 


-i 


'-942 


Ph 


' 2-MeNH-4-Pvm 

1 


EtNH-(CH 2 ) 3 




-943 


DU 

Ph 


1 2-MeKH-4-Pym 


EtNH-(CH 2 )< 




-944 


Ph 

r-w 1_ 


! 2-McNH-4-Pym 


Me 2 N-CH 2 




-945 


Ph 


J 2-MeXH-4-Pym 


Me 2 N-(CH 2 ): 




DU 

Ph 


| 2-MeNH-4-Pym 


Me 2 N-(CH 2 h 


2-947 


Ph 


| 2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 


2-948 


Ph 


l 2-MeNH-4-Pym 

-i _ 


1-Azt-CH 2 


2-949 


DU 

rn 


j 2-MeKH-4-Pym 


1-Azt-(CH 2 ) 2 






DU 

rn 


"7 ~. 

! 2-MeXH-4-Pym 


1 -Azt-(CH 2 ) 2 


-*7J 1 


Dk. 

rn 


! 2-MeNH-4-Pym ~f" 


1-A2t-(CH 2 ), 


2-952 


rn 


i 2-MeNH-4-Pym 


1-Pyrd-CH 2 


2-953 


rn 


7-r ■ ■ 

• 2-MeNH^-Pym 


1-Pyrd-(CH 2 ) 2 


2-954 ] 


Ph 


j 2-MeNH-4-Pym 




2-955 i 


5 h 


^-MeNH^-Pym 


I-Pyrd-(CH 2 )4 | 


2-956 I 


>h 


2-MeNH-4-Pym 


i-Pip-CH 2 - 


2-957 I 


'h 


2-MeNH-4-Pym ) 


-Pip-(CH ; ), 


2-958 P 


>h j 


2-MeNH-4-Pym l 


-Pip-(CH 2 ) 3 
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5 


Compound 

/NO. 


i 

1 

R' ! 

1 
I 

i 


R 2 


R 3 




2-959 


Ph 1 

1 


2-MeN"H-4-Pym 






2-960 


Ph i 


2-MeNH-4-Pvm 

I'lVl ~ & 1 T A Till 


1-Mor-CH: 


10 


to 7u 1 


Ph 
i ii 


2-Me\ r H-4-Pvm 

to |<IV. ill ' 4 Till 


l-Mor-(CH:)2 






Ph 


2-MeKH-4-Pvm 

to, it] l, i 1 1 i ~ i y 1 1 1 


l-Mor-fCH-^ 






Ph 


^-MeVH-4-Pvm 

to 1V1L-->11 ~ I yill 




15 




Ph 


2-Me\TH-4-Pvm 
to ivi t ^> n ■* r y in 


l-Tmnr-fH^ 
i xi nui x l j 




-"7UJ 


Ph 
r II 


to-ivic»>ri ** r y ii i 


i i i uui — \ v_ x xj )2 




«i. 7VJVJ 


Ph 
r i > 


7-M eVH-4-Pvm 


l-Tmor-(fHi i\ 

L X 111VSI \ \w I »_/3 


20 


7-067 


Ph 


7-MeK T H-4-Pvm 

to.-|VX^i>XJ ~*T — i y 11 1 


I X iiivji ^v_xi2y4 






Ph 
i ii 


7-Mp\ r H-4-Pvrn 

to IV1C.> 1 1 -*t "X y I It 


1-Piz-CH- 

1 X Xto V— X 1 J 






Ph 


^-MeKH-4-Pvm 

to iviv*>xi "t i y J 1 1 


1 -Pi?-^]-!!^^ 


25 




Ph" 


7_MpK14-4-P\/m 
to-ivici^ ri *t-i yni 


l r v_ii2 )i 




7 071 


Ph 


to 1V1CI>ix^t*i jr 1 1 1 


4-Mp-i -Pi7.rr"H-i ii 




7 Q77 
to-7 / to 


Ph 


7 - M pXTH .4 . P vm 
-ivi on h ryi 1 1 


l "* lto-^\-. 112/-} 


30 


7 07"* 


Ph 


7-M p\! H -4-Pvm 






7 Q7A 
to-V / H 


Ph 

r n 


7_Mf*\TF-T-4-P\/m 


1 -Mp-^- A vt 




7 07S 


Ph 
x 11 


7_M e\ T H -4 - P vrn 


1 Dirj'AZl 


35 


7-076 

to - 7 / O 


Ph 

All 


to-ivici \ Ix-H-i yin 


yi u 




7 077 

L-y t i 


Ph 
r ii 


7.MpXTH-4 P\/m 
Z. - Ivl c ; \ n -4-ryi 1 1 


1 ^.PvrH 
i -lvie-jj-ryrti 




to-7 / O 


Ph 
ill 


7-MeVH-4-Pvrn 

to-lViw*> n *tTVI I i 




40 


to -V / .7 


Ph 


7 -M pN H -4- Pvrrn 
» ivitix n *t-ryii i 


4-Pin 
*▼ i ip 




^-980 

to ^ ou 


Ph 
i ii 


7-MeKH-4-Pvm 


~ V -> VJv 1 1 lip; 




2-981 

to 7 U X 


Ph 
in 


7-MeNH-4-Pvrn 


1-Me»4-Pin 

l I'lV.™ 1 1JJ 


45 


2-982 


Ph 


?-MeNH-4-Pvrn 


1 -Me-4-H 4-deH-Pioj 






Ph 
i ii 


^-MeNH-4-Pvm 


l-Et-4-Pin 




2-984 


Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip' 


SO 


2-985 


Ph 


2-MeNH-4-Pym 


3-Hpip 




2-986 


Ph 


•2-MeNH-4-Pym 


l-Me-3-Hpip 




2-987 


Ph 


2-MeNH-4-Pym 


4-Hpip 


55 


2-988 


Ph 


2-MeNH-4-Pym - 


l-Me-4-Hpip * 
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1 

Compounc 


1 R 1 


R ; 




2-9S9 


Ph 


2-MeNH-4-Pyrn 


2-Mor 


2-990 


Ph 
in 


2-MeNH-4-Pym 


l-Me-2-Mor 


2-991 


Ph 


2-MeNH-4-Pym 


2-Tmor 


2-992 


Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 


2-993 


Ph 


2-MeNH-4-Pym 


1-Piz 


2-994 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 


2-995 


Ph 


2-MeNH-4-P>Tn 


2-Piz 


2-996 


Ph 


2-MeNH-4-Pym 


4-P> T 


2-997 


Ph 


2-MeNH-4-Pym 


3-P>T 


2-998 


Ph 


2-MeNH-4-Pym 


2-Pyr 


2-999 


Ph 


2-MeNII-4-Pym 


4-Pym 


2-1000 


Ph 

ill 


2-MeNH-4-Pym 


5-Pym 




2-1001 


Ph 


2-MeNH-4-Pym 


2-Pym 




2-1002 


Ph 

L 11 


2-MeNH-4-Pym 


3-Azt-CH 2 




2-1003 


Ph 

L 11 


2-MeNH-4-Pym 


l-Me-3-Azt-CH: 


L 


2-1004 


Ph 
r ij 


2-MeNH-4-Pym 


3-P>Td-CH 2 


! 


Ph 
r ii 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


! 2-1006 
! 2-1007 


Ph 
i ii 


2-MeNH-4-Pym 


4-Pip-CH: 


! 


Ph 

r 1 1 


2-MeNH-4-Pym 


l-Me-4-Pip-CH : 


i 2-1008 
1 2-1009 


Ph 
i ii 


2-MeNH-4-Pym 


3-Hpip-CH, 




Ph " 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 


! 2-1010 


Ph 


2-MeNH-4-Pym 


4-Hpip-CH, 


] 2-1011 


Ph 


2-MeNH-4-Pyrn 


l-Me-4-Hpip-CH 2 


2-1012 


Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 


| 2-1013 


Ph 


2-MeNH-4-P\Tn 


l-Me-2-Mor-CH 2 


j 2-1014 


Ph 


2-MeNH-4-P>7n ~~ 


2-Tmor-CH-) 


2-1015 ] 


Ph ; 


>-McNH-4-Pym ^ 


1 -Me-2-Tmor-CH ; 


2-1016 1 


s h ; 


>-MeNH-4-Pym : 


l-Piz-CH, 


2-1017 I 


>h : 


!-MeNH-4-Pym '1 


l-Me-l-Piz-CH : 


2-1018 } 

i 


»h 2 


-MeNH-4-Pym 2 


.-Piz-CH: 
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5 


Compound 

No. 


R' 

J 




rv 




2-1019 


Ph 


2-MeNH-4-Pym 


4-Pyr-CH; 




2-1020 


Ph 


2-McNH-4-Pym 


3-Pyr-CH; 


10 


2-1021 


Ph 


2-MeNH-4-Pym 


2-Pyr-CH: 




2-1022 


Ph 


2-MeNH-4-Pym 


4-Pym-CH ; 




2-1023 


Ph 


2-MeNH-4-Pym 


5-Pym-CH: 


15 


2-1024 


Ph 


2-MeNH-4-Pym 


2-Pym-CH ; 




2-1025 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




2-1026 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


20 


2-1027 


4-F-Ph 


2-MeNH-4-Pym 


H,N-(CH:) 3 




2-1028 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 




2-1029 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CHj 


25 


2-1030 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




2-1031 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 )3 




2-1032 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


30 


2-1033 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 




2-1034 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 




2-1035 


4-F-Ph 


2-MeNH-4-Pym 


EiNH-(CH 2 ) 2 


35 


2-1036 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 




2-1037 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




2-1038 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


40 


2-1039 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 




2-1040 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




2-1041 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-CH; 


45 


2-1042 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 




2-1043 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




2-1044 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


SO 


2-1045 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 




2-1046 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 




2-1047 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 


55 


2-1048 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 
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5 


Compounc 
No. 




R 2 


fx. 




i 


4-F-Ph 


2-MeNH-4-P>m 


1-Pip-CH: 




1 hlsA 

2- 1 lOU 


4-F-Ph 


2-MeNH-4-Pym 


l-Pip-(CH : b 


70 


-) 1 n-^ 


4-F-Ph 


2-MeNH-4-Pym 


l-Pip-(CH : b 




2- 1 03 2 


4-F-Ph 


2-MeNH-4-Pyrn 


1-Pip-(CH 2 ), 




2- 1 IOj 

^ 1 Af >1 


! 4-F-Ph 


2-MeNH-4-Pyrn 


1-Mor-CH: 


75 


2-1054 


4-F-Ph 


2-MeNH-4-Py™ 


l-Mor-(CH 2 ) 2 "1 




2-10:o 


4-F-Ph 


2-MeNH-4-Pym 


Mvlor-(CH : ) 3 




2- 1 0:>6 


4-F-Ph 


2-MeNH-4-P>-m 


l-Mor-(CH 2 ) 4 


20 


2-1057 
-i i /up 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 




1 loo 


4-F-Ph 


2-MeNH-4-Pym 


l*Tmor-(CH:) : 




") 1 f\Ct\ 

2-1059 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )3 


25 


2-1 060 

"> 1 Ail 1 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 




2-1 061 


4-F-Ph 


2-MeNH-4-Pyrn 


1-Piz-CH: 




2-1 062 


4-F-Ph 


2-McNH-4-Pyrn 


1-Piz-(CH 2 ) 2 


30 


2-1063 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




2-1064 


4-F-Ph 


2-MeNH-4-P >Tn 


4-Me-l-Piz-(CH 2 ) 3 




2-1065 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


35 


2-1066 


4-F-Ph 


2-MeNH-4-Py™ 


3-Azt 


I 


4-F-Ph 


2-MeNH-4-Pyrn 


l-Me-3-Azt 


| 2-1068 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


40 \ 

i 

! 




4-F-Ph 


2-MeNH-4-Pym 


3-P>Td 


j 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-3-Pyrd 


! 2-1071 

f 


A IT Til. 

4-h-Ph 


2-MeNH-4-Pym '" 


3^ 


! 




4-F-Ph 


2-MeNH-4-Pym 


4-Pip 


L 


2-1073 


4-F-Ph 


2-MeNH-4-Pyrn 


4-(3,4-deH-Pip) 


i 


2-1074 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


50 j ' 


2-1075 


4-F-Ph 


2-MeNH-4-Pym "~ 


l-Me-4-(3,4-deH-Pip) 




2-1076 


4-F-Ph 


2-MeNH-4-Pym 


l-Ei-4-Pip 




M077 


*-F-Ph ; 


2-MeNH-4-Pym 


l-Bn-4-Pip 


55 


'-1078 


*-F-Ph ; 


>-MeNH-4-Pym 


i-Hpip 
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5 


Compound 

No. 




R 2 


! R 3 




1 1 070 
Z" 1 U / J 


4- r rii 


0 \A^NTU A Pwm 

z - ivi e in ri -4 - r ym 


1 - .vie- j-ripip 




i i asa 

Z- J UoU 


A V Ph 
4-r-rn 


z - ivi ciN n -4- r ym 


4-ripip 


10 . 


7 1 A£ 1 
Z- 1 uo 1 


t-r-rii 


?.MpMH A Pvm 

Z.-JV1CIN n-4-r ym 


1 VI P A Unin 




~) i A£*> 


*f- r -rn 


z - j vi e j n n -*f- r yni 


z-iVior 




^ iaqi 

1 \JOJ 


A r PK 
4-r -rn 


z - ivie in n -*♦•- r ym 


i -mc-.-ivior 


15 


Z-iUb4 


4-r-rn 


-> Kvl^XTTJ .4 D%r*-» 

z-MefNri-4-rym 


Z- J mor 




2-1 083 


A 17 DU 

4-r-Fn 


2-MeNn-4-Pym 


1 -Me-Z- 1 mor 




2- 1 Uoo 


4-r-rn 


• z-MeiNri-4-r'yrn 


1-rlZ 


20 


Z- 1 Us / 


4-r-rn 


z - ivi e in ri - 4 - r ym 


4-fViC- i -r 1Z 




") 1 HOC 

Z- 1 Uoo 


A T PV\ 

4-r-rn 


z-iMeiNrt-4-ryrn 


Z-rlZ 






4-r-rn 


z - jvi e in ri -4- r ym 


4~i yr 


25 


1 1 AAA 


A IT "DU 

4-r-rn 


Z -iVLeiN ri -4- r ym 


j>-ryr 




2-1UV! 


4-r-rn 


z-MeNM-4-rym 


2-Pyr 


- 


~- 1 1/V2 


4-r-rn 


Z-MeNri-4-rym 


4-Pym 


30 


Z- l\Jy3 


A P DU 

4-r-rn 


l - M eiN ri -4- r ym 


D-r ym 




<-> 1 AO 4 

J-1UV4 


4-r-rn 


2 - M eN ri -4 -r ym 


2-Pym 




Z- IUVj 


4-r-rn 


") X/f^XTTJ A Dim, 

Z-MCNri-4-rym 




35 


~- 1 uvo 


/l C DU 

4-r-rn 


z - ivi eiN ri -4- r ym 


1 -ivie-3-Azt-L H2 




z-iuv / 


4-r-rn 


z-MeNH-4-rym 


j>-Pyrd-CH2 




Z- IU^o 


a p du 
4-r-rn 


z - M e IN H -4- r ym 


1 -Me-3-Pyrd-LH2 


40 


0 1 AQQ 
Z- 1 KJyy 


A P DU 


^-jvicNri-4-rym 


4-Pip-CH2 




1 1 1 AA 


A P PU 

4-r-rn 


Z - M e N ri -4 -r ym 


1 -Me-4-Fip-Crl2 




? 1 1 A 1 


A V Ph 

4-r-rn 


z - m eiN ri -4- r ym 


3-ripip-crl2 


45 


7 11 A9 


4 C pu 


z - ivi e in ri - 4 - r ym 


1 -Me-^-ripip-CH: 




- - 1 I Uj 


A p pu 
4-r-rn 


z-MejNn-4-rym 


4-ripip-^ri2 




2- 11 04 


4-F-Ph 


a- 11 I *T 4T Jill 


1 -Mp-4-Hnin-fH. 
1 ivic *t n|Jiu v_ri2 


50 


2-1105 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




2-1106 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




2-1107 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


55 


2-1108 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CHj 
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20 



25 



30 



35 



40 



45 



50 



55 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




9-1 1 


^-F-Ph 


*> -M eNFf -4-P vm 


l-Pvrd-^PH-,^ 
1 r yiu-^ri];; 




9 1 14fl 


J -r -rll 


9 MpMP 4 Pvm 

z - 1 vi c in n - r ym 


1 -r } iu-^v^ri2j3 


10 


£ I It 1 


VF-Ph 


— i*itn n *r I viii 






9.1 149 


7-F-Ph 
_i —r j 1 1 


9-Mr»KT4-J..Pvm 1 
z. 1 vi ui> n y 1 11 






9-1 141 


7-F-Ph 


— -ivici> o**r-r ym 




15 


9 11 Ail 


j r-ni 


9_M*»M'U-4 Pvm 

-_~ivi ciN ri~ 4 T-r yin 


1 -Pin-/ PHa, 




z- 1 Inj 


7 F Ph 


z - 1 vi e 1 > ri ~h- r yrn 


1 * Pin 




9 1 1 Af\ 


j-r-rn 


- 1 v 1 e in n -*# - r yin 


1 -ivior-^riT 


20 


9 11 A "7 


1 V Ph 
j-r-ril 


9 \/f t»KTU_A Pvtyi 

z - 1 vi e r> ri r yrn 


1 -JVlor-^L. rl2/2 




2-1148 


j-r-rn 


9 M/»WW 4 Pvm 

z - ivi c in ri r yrn 


1 -Jvior-^v^riTjj 




2-1149 


1 F Ph 


z-ivieiN 1 1 —n-i ym 


1 \Ar\r tr^xi \ 

1 -JVIor-^v_i 12)4 


25 


2-1150 


J-r -r n 


j. - ivi e in ri -*+-r ym 


1 Tmni- r^I4 




2-1151 


A V PK 

j-r -rn 


-1 - ivi ciN n -H- r yrn 


1 - i mor-^L.ii 2)2 


j 2-1152 

! 


^ f Ph 

j -r -rn 


z - m efN ri -*+-r ym 


1 - 1 mor-^v w ri2j3 


30 


2-1153 


; c pu 
j-r -rn 


_ - ivi ei n n -h - r ym 


1 - 1 mor-^Vw,ri2;4 




2-1154 


1 t pk 
j-r-rn 


z-MeiN n -4-r yrn 


1 -riz-\^ri2 




2-1155 


j-r-rn 


9 K/toNTU A P\rm 

1 - M e IN ri - 4 - r ym 


1 Pit /r*U \ 


35 


2-1156 


: r pu 
j-r-rn 


Z-MclNn-4-ryrn 


l -rlZ-^ri2;3 




2-1157 


j-r -rn 


z - M C IN ri - h - r ym 


4- Me- 1 -rlZ-(Cri2)3 




2-1158 


1 r pu 
j-r -rn 


Z - IVI CIN ti-H-r YTT1 


I -rlZ-(Crl2j4 


40 


2-1159 


^ pk 
j-r -rn 


/ - ivi e in ri - 4 - r ym 


J-AZt 




2-1160 


% F PK 

j-r -rn 


z-MciNo-H-r yrn 


i-Me-j-AZt 




2-1161 


j-r-rn 


9 K/l pMU _A Pirn 

z -ivi ciN n -r ym 


1 -on- j -/vzi 


45 


2-1162 


j-r-rn 


z-ivicin n-*+-r ym 


j-ryra 




2-1163 


VF-Ph 
j-r-r 11 


1. -lviciN n-H-r ym 


1 -ivie- j-r yro 




2-1164 


3-F-Ph 


2-McNH-4-Pvm 

A> I'lvllll ~ 1 Till 


3-Pip 


50 


2-1165 


3-F-Ph 


2-MeNH-4-Pym 


4-Pip 




2-1166 


3-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




2-1167 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


55 


2-1168 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 
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r 
O 


Compound I j^i 
No. | 


R : 


R 3 




2-1169 


' 3-F-Ph 


z-MeNH-4-Pyrn 


l-Et-4-Pip 




2-11 70 


, 3-F-Ph 

• 


2-MeNH-4-Pvm 

i 


l-Bn-4-Pip 


10 


2-1 171 


! 3-F-Ph 


2-MeNH-4-Pyrn 


3-Hpip 




2-1172 


| 3-F-Ph 


1 2-MeNH-4-Pym 


l-Me-3-Hpip 




2-1173 


, 3-F-Ph 


j 2-MeNH-4«Pym 

« 


4-Hpip 


1 £> 


2-1174 


I 3-F-Ph 


j 2-MeKH-4-Pym 


l-Me-4-Hpip 




2-1175 


i 3-F-Ph 

1 


j 2-MeNH-4-Pym 


2-Mor 




2-1176 


j 3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


20 


2-1 177 


3-F-Ph 


| 2-MeNH-4-Pym 


2-Tmor 




2-1178 


3-F-Ph 


2-MeNH-4-Pym 

» 


l-Me-2-Tmor 




2-1 179 


3-F-Ph 


j 2-MeMI-4-Pym 


1-Piz 


25 


2-1180 


3-F-Ph 


i 2-MeNH-4-Pym 


4-Me-l-Piz 




2-1 181 


3-F-Ph 


2-MeNH-4-Pym ' 


2-Piz 




2-11 82 


3-F-Ph 


2-MeNH-4-Pym i 


4-Pyr 


30 


2-1183 


3-F-Ph 


2-MeNH-4-Pym ; 


3-Pyr 




2-1184 


3-F-Ph 


2-MeNH-4-Pym 


2-Pyr 




2-1185 


3-F-Ph 


2-MeKH-4-Pym j 


4-Pym 


35 


2-1 186 


3-F-Ph 


2-MeNH-4-Pym j 5 -Pym 
■ i 




2-1187 


3-F-Ph | 


2-MeNH-4-Pym 


2-Pym 




2-1188 


3-F-Ph ! 


2-MeNH-4-Pym j 


3-Azt-CH: 


40 


2-1189 


3-F-Ph ; 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 ~* 




2-1190 


3-F-Ph j 2-Me\'H-4-Pym 


3-Pyrd-CH 2 




2-1191 


3-F-Ph j 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


45 


2-1192 


3-F-Ph | 


2-MeNH-4-Pym 


4-Pip-CH, 




2-1193 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1194 


3-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


SO 


2-1195 


3-F-Ph 


2-MeNH-4-Pym 


1 -Me-3-Hpip-CH 2 




2-1196 


3-F-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




2-1197 


3-F-Ph 


2-MeMH-4-Pym 


l-Me-4-Hpip-CH 2 


55 


2-1198 


3-F-Ph 


2-MeNH-4-Pym ; 


2-Mor-CH 2 
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5 


! 

Compound j 
fso. | 


R 1 


R 2 


R 3 




7-1 199 ; 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH: 




7-1700 1 


3-F-Ph 

1 X IJ 


2-MeNH-4-Pvm 


2-Tmor-CH: 


10 


2-1201 ! 


3-F-Ph 


2-MeN>M-Pym 


lrMe-2-Tmor-CH; 




7.1707 


VF-Ph 


2-MeVH-4-Pvm 

^ ivjt . > 1 1 • 1 W ■ • 1 I 


1-Piz-CH 2 




7_i70^ : 


VF-Ph 


^-MeNH-4-Pvm 

— i»l J 1 ™T 1 jrlll 


4-Mc-l-Piz-CH^ 


15 


1 


VF-Ph 
j-r*ni 


7-Mc\TH-4-Pvrn 

— ivjt.>ii^^ i y 1 1 1 


2-Piz-CH: 




*U 1 »vJ 


VF-Ph 
j-r -jt ii 


7-MeVH-4-Pvm 

«- 1V1V»>I1 t 1 ^111 


4-Pyr-CH- 




1 — Vv 


VF-Ph 
j r rn 


7-MeVH-4-Pvrn 




20 


7-1 707 




2-MeVH-4-Pvm 


— i y i v_ 1 1 2 




7-1 70S 


VF-Ph 

_7 1 I 11 


2-M eVH -4-P vm 


4-Pvm-CH^ 

~ 1 ¥ l 1 l X— ' 11^ 




7-1 700 


VF-Ph 




S-Pvm-fH) 

«^ • y 1 1 1 ii^ 


25 


7 1710 




7 - M p V14 .4 -P vm 


7-Pvm.rH^ 




7 17 11 




7 MeVH^l-Pvm 
— .-ivic> n-*+-i yiii 


1 121^ 




7 17 17 


^ 4-HiF-Ph 




1 12 1 >i \ 112/2 


30 


7.1 7 1 \ 


j,*+-uir -r ii 


7 - M p VH -4 - P vm 






7 17 14 


j,*+-air -in 


7_MeVT-T-4-Pvrn 


n 2 1 ~ V ^ *^ 2 ) 4 


- 


7 171^ 
--III J 


j ,*+ uir -r ii 


7 MpKT4-4-Pvm 
Z--1V1 c i> n -** - r y 1 1 1 


ivici>ii-v_,ii2 


35 


7-1 71 f\ 


^ 4-HiF-Ph 
j uir rii 


7_MpXT4-4-Pvrn 


ivici> n ** 2 *2 






l 4-riiF-Ph 

3 ,**-LlI i -ill 


7-MpMH-4-Pvm 
jl— i vi c in n r y 1 1 1 


ivici> n-^v..n2 }2 




9-1 71 R 

Z 1-10 


1 4-rliF-Ph 
J % *t-uir - 1 11 


7_MeX 1 H -4-Pvm 




40 


7-1 710 


-5 4-HiF-Ph 

D ,*+ t-lll ill 


7-MeVH-4-Pvm 






7-1 770 


j ,*T-uir rii 


7 -M pKH -4 - P vrn 
—— i vi c ! > n-*t-r _y 1 1 1 


c. i in n *v v^- ii 2 /2 




2-1221 


3 4-diF-Ph 


— p l»iwi'iii ~ i jr 1 11 


FtNH-fCH^^i 


45 


7-1 777 


3 4-diF-Ph 

J,*t Ull I 11 


7-MeNH -4-Pvm 

— . 1 » 1 L. I 1 1 l *r l jrlll 


FtNH-fCH-.^ 

L-U > ll 1 ^^.i *2/*» 




2-1223 


3 4-diF-Ph 

•/ y~ VII 1 111 


2-MeNH-4-Pvrn 

— i'lvilll r 1 Till 


Me->N-CH^ 




2-1224 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


SO 


2-1225 " ' 


3,4-diF-Ph 


2-MeNH-4-Pyni 


Me 2 N-(CH 2 ) 3 




2-1226 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 )4 




2-1227 


3,4-diF-Ph 


2-MeNH.4-Pym 


1-Azt-CH 2 


55 


2-1228 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 
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5 




Compound 

No. 


R ] 


j 

R 


R' 5 






2-1229 


3.4-diF-Ph 


2-MeNH-4-Pym 


l-Azt-(CH 2 )j 






2-1230 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


70 




2-1231 


3,4-diF-Ph 


2-MeNH~4-Pym 


1-Pyrd-CH; 






2-1232 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH,) : 






2-1233 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH : ) 3 


IS 




2-1234 


" 3.4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH : ) 4 






2-1235 


3.4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 






2-1236 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH ; ) : 


20 




2-1237 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH : )., 






2-1238 


3.4-diF-Ph 


2-McNH-4-Pym 


1-Pip-(CH,) 4 






2-1239 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-CH : 


25 




2-1240 


3,4-diF-Ph 


2-MeNlM-pym 


l-Mor-(CH 2 ): 




1 


2-1241 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ), 




i 


2-1242 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 )4 


30 


f 
i 


2-1243 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 






2-1244 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




| 


2-1245 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ), 


35 


l 


2-1246 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 




i 


2-1247 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 






3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ), 


40 


1 2-1249 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 )_, 




| 2-1250 


3,4-diF-Ph 


2-MeNH^Pym 


4-Me-l-Pi2-(CH 2 ), 




■ 2-1251 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


45 


j 2-1252 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Azt 




I" 2-1253 


3,4-diF-Ph 


2-MeNH-4-Pym 


1 -Me-3-Azt 




| 2-1254 

• 


3,4-diF-Ph 


2-MeNH-4-Pym 


1 -Bn-3-Azt 


50 


2-1255 


3,4-diF-Ph 


2-McNH-4-Pym 


3-Pyrd 




2-1256 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




2-1257 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pip 


55 






3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip 
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5 


Compound 

No. 


R' 


R : 


R J 




7 1 ^SQ 


7 4.diF-Ph 

_> ,*T-tlll '111 


7 - M cMH -4 - P vm 


4-C3 4-deH-Pin^ 




"> 1 ">AH 

^- 1 i,OW 


*: a diF-Ph 




1 -Me-4-Pin 


10 


1 1 




7 -MeNH-4-P vm 


l-Me-4-H 4-deH-Pin^ 




— - I _ o_ 


i 4-diF-Ph 


^ -M pKTH -4 - P vm 


l-Et-4-Pip 








^-MeNH-4-Pvm - 

•1 -ItIvI 1 1^1 jrlli - 


1-Bn-4-Pin 


15 


7 1 "V*J 


■; a diF-Ph 


z -ivi e l n n — + -r ym 


j> - n p i p 




i 


*i t HiP Ph 


0 4 P\rm 

z-lvieiNn-4-r vm 


1 \ T-lmn 

i -fvic- j» -opip 


- 




J. HiF Ph 


7 MpMH A Pvm 
z - ivic in n -*+- r ym 


4-Hnin 
"4-*npip 


20 


2-1207 


^ A diF Ph 


z - J vi c in n — + - 1 yiii 


1 -\Ar> 4.14 n in 
i -ivie-*4-jipip 




2-126S 


4_diF-Ph 


z -iviciN n— +-i yni 


7-Mnr 




2-1269 


-\ 4_diF-Ph 
«J*,*4-vJlI -ill 


z-ivicini 1— T-i ym 


1 -Mp.^.Mnr 
1 -]vic--i-ivnji . . 


25 


2-127U 


i HiF Ph 


: 7 \A**^XV\ -A P\rm 

z - 1 vi e in n - r ym 


2-Xmor 


; 2-12^1 




0 NjIoMVI A Pvrm 

z - ivi e rs ri — 4-r ym 


1 -]Vie-Z- 1 IIlvJl 




2-1272 




*) \/t^KT14 4 P\rm 

-i - ivi e in ri — ^ - r ym 


1 Piv 


30 


2-1273 




T \zt*»T\TW A P\rm 

- ivi e in n -r ym 


A \Af».\ -Pi 7 




2-1274 


7 A HiP Ph 


z-ivieiN n-^f-i ym 


? Pt7 

Z-i IZ 




2-1275 


-> i HiP Ph 


Z - J VI C IN ri — r - r \Tn 


4 P\rr 

*+-r yr 


35 


2-1276 


^ J. HiF Ph 


7 X/I^TsTH— 1 Pv/m 
z - ivi ciN n --4 - r yiii 


^ Pur 




2-1277 


"1 1 HiF Ph 


z - ivi c in ri — + - r ym 


z-r yr 




2-1278 


1 4. HiF Ph 


9 MpMH A Pvm 
z -iviciN n —4 -i yni 


A P\mi 

4- r yni 


40 


2-1279 


"X 4-HiF-Ph 


7 - M ^»K r VI . A -P vm 
ivi ci> n*4-r y m 


j-rym 




2-1280 


1 4-HiF Ph 


z - 1 vi c in n — + - 1 yn i 


7 P \rm 

z-rym 




2-1281 


"I 4.HiP-Ph 


*i.-iviciNri— +-r y in 




45 


2-1282 


4-diF-Ph 


O.MeKH 4-Pvrn ^ 
-i-ivici> n —4-1 y hi 


1 -Mt J Att V. 112 




2-1283 


1 4-riiF-Ph 

J,*T Uli J 11 


7-MeNH-4-Pvm 
ivici>iii- t T i yni 


j-r jriu v., lij 




2-1284 


3,4-diF-Ph 


2-MeKH-4-Pym 


l-Me-3-Pyrd-CH 2 


SO 


2-1285 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip-CH 3 




2-1286 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1287 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


5S 


2-1288 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 
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Compounc 
No. 


! 

R' 


R 2 


R 3 


0 1 7530 


3 s *t-diF-Ph 


! 2-MeNH-4-Pym 


4-Hpip-CH 2 


l l oon 


J,*T-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH; 


"7.1 ">Q1 


3,*t-dir-Pn 


' 2-MeNH-4-Pym 


2-Mor-CH 2 


0 1 


3.*+-diF-Ph 


. 2-MeNH-4-Pym 


l-Me-2-Mor-CH; 


^ 1 ogi 

— - 1 


.3,4-diF-Ph 


: 2-MeNH-4-Pym 


2-Tmor-CH; 


z- izy** 


3 ? 4-diF-Ph 


. 2-MeNH-4-Pym 


l-Me-2-Tmor-CH ; 


z- 1 i?J 


3,4-diF-Ph 


: 2-MeNH-4-Pym 


1-Piz-CH 2 


z-izyo 


3,4-diF-Ph 


! 2-MeNH-4-Pym 


4-Me-l-Piz-CH: 


2-129/ 


3,4-diF-Ph 


; 2-MeNH-4-Pym 


2-Piz-CH 2 


*> 1 OOP 

2- 1295 


3 ? 4-diF-Ph 


2-MeNH-4-Pym 


4-Pyr-CH, 


o i ion 

2- 1299 

0 1 *> A A 


3,4-diF-Ph 


' 2-MeNH-4-Pym 


3-Pyr-CH 2 


2- 1 300 


3 ? 4-diF-Ph 


i 2-MeNH-4-Pym 


2-Pyr-CH 2 




"> 1 "3 A 1 

2-1301 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




"> 1 1 AT 

2- 1302 


3,4-diF-Ph 


1 2-MeNH-4-Pym 

_ ; i 


5-Pym-CH 2 




"} IT A"> 

2- 130:> 
*> i ir\* 


3 ? 4-diF-Ph 


, 2-MeKH-4-Pym | 


2-Pym-CH 2 


2-1304 
o l one 


3-CI-Ph 


' 2-MeNH-4-Pvm ; 


H 2 N-CH 2 


2-1305 


3-CI-Ph 


! 2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 




0 1 0 A£ 

2- 1 300 


3-Ci-Ph 


2-MeNH-4-Pvm l 

i 


H 2 N-(CH 2 ) 3 




2-1307 


3-CI-Ph 


i 2-MeNH-4-Pym j 

; ■ ■ ■ — L 


H 2 N-(CH 2 ) 4 




^- 130o 

0 1 "5 AA 


3-CI-Ph 


2-MeNH-4-Pym | 


MeNH-CH 2 




2- 1 309 


3-CI-Ph 


2-MeNH-4-Pym j 


MeNH-(CH 2 ) 2 




0 1 1 1 A 

z-1310 


3-CI-Ph 


i 2-MeKH-4-Pym 


MeNH-(CH 2 ) : . 


0.1 7 1 i 
Z" 1 j 1 I 


3-L.l-Pn 


; 2-MeNH^t-Pym 


MeNH-(CH:) 4 


z- 10 1 z 


3-CI-Ph 


j 2-MeNH-4-Pyir, 


EtNH-CH 2 


0-1 71 7 


3-CI-Ph 


j 2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 


2-1314 


3-CI-Ph 


j 2-MeNH-4-Pym 

i 


EtNH-(CH 2 ) 3 


2-1315 


3-CI-Ph 


I 2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 


2-1316 


J-U-Ph j 2-MeNH-4-Pym 1 


Me 2 N-CH 2 1 


2-1317 


3-CI-Ph 


2-MeNH-4-Pym ] 


Vlc 2 N-(CH 2 ) 2 


2-1318 


J-Cl-Ph 


2-MeNH-4-Pym I 


vle 2 N-(CH 2 ), 
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5 


Compound 

No. 


R' 


R 2 


• 
i 




2-131 v 


1 /^l T>V, 

3-Cl-Pn 


2-MeNH-4-Pym 


Me2N-(\-n: u \ 


i 


2-! j>20 


3-Cl-Pn 


2-MeNH-4-Pym 


1 -Azt-LH: 


1 


2-l:>21 


3-CI-Pn 


2-MeNH-4-rym 






s*\ 1 -> ^ 1 

2-1322 

! 
/ 


1 /— ' 1 TXU 

3-Cl-Pn 


z-MeNH-4-rym 


1 -AZt-(CH2)3 




2- I ->23 : 


3-Cl-Pn 


*> \ if -V rr t a tx. 

2-MeNH-4-Pym 


l-Azt-(CH2)j 


15 


2-1324 j 


3-Cl-Ph 


X if _v n 1 y| TX 

2-MeNH-4-Pym 


1 TX. «_J pTJ 

l-Pyrd-CH: 




2-1325 1 


^ /"M TXL 

3-Cl-Ph 


2-MeNH-4-Pym 


l-Pyrd-(CH2j2 




2-1326 


1 TIL. 

3-Cl-Ph 


*> X if „VTT T A TX, 

2-MeNH-4-Pym 


1-Pyrd-(CH 2 )3 


20 


2-1327 


TXL_ 

3-Cl-Pn 


^ X if _V TT T A TX. . 

2 - M eNH -4 - P ym 


1 TX_ — J //-•TT \ 

1-Pyrd-(CH 2 ) 4 




2-1328 


3-Cl-Pn 


X if _ V TT 1 /I TX. 

2-M eNH -4-Pym 


1-Pip-LH2 




2-1329 


3-Cl-Ph 


2 - M c N H -4- P ym 


1 tx;_ //-»TT \ 

1-Plp-(CH2): 


25 


2-1330 


3-Cl-Pn 


~\ X f —"V TT I a tx. . 

2-MeNH-4-Pym 


1 Ti J //**«T I X 

1-Pip-(CH 2 )3 




2-1331 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )4 




2-1332 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


30 


2-1333 


3-Cl-Ph 


*x \ f ^\ n l a tx 

2-MeNH-4-Pym 


l-Mor-(CH 2 )2 




2-1334 


3-Cl-Ph 


2-MeNH -4-Pym 


l-Mor-(CH 2 )3 




2-1335 


3-Cl-Pn 


*\ X J V TT I 4 T\ 

2-MeNH-4-Pym 


l-Mor-(CH 2 )^ 


35 


2-1336 


3-Cl-Pn 


2-MeNH -4-Pym 


l-Tmor-CH 2 




2-I337 


3-Cl-Ph 


^\ \_ Jt "V TT T TV 

2-MeNH -4-Pym 


l-Tmor-(CH 2 ) 2 




2-133S 


"> 1 TX1_ 

3-Cl-Pn 


2-M eNH -4-Pym 


l-Tmor-(CH 2 )3 


40 


2-1339 


3-Cl-Ph 


V 4 _ V TT T A rv 

2-MeNH -4-Pym 


l-Tmor-(CH 2 )4 




2-1340 


3-CI-Pn 


2-MeNH-4-Pym 


1-Piz-CH 2 




11/11 
2-1341 


3-Ci-Pn 


1 2-MeNo-4-Pym 


i 1-Piz-(CH 2 ) 2 


45 


2-1342 


3-Cl-Pn 


2-M eNH -4-Pym 


1-Piz-(CH 2 )3 




2-1343 


3-Cl-rn 


2-MeNn-4-Pym 


A KAo 1 TX" /r"TJ \ 

4-Me-l-Piz-(CH 2 )3 




2-1344 


3-Cl-rn 


2-Me]NM-4-rym 


1 0 //^*1J \ 


50 


2-1345 


3-Cl-Ph 


2-MeNH -4-Pym 


3-Azt 




2-1346 


3-Cl-Ph 


2-MeNH -4-Pym 


l-Me-3-Azt 




2-1347 


3-O-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


55 


2-1348 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd 



181 

BNSDOCID: <EP 107071 1A2_!_> 



EP 1 070 711 A2 



I 

Compounc 
No. 






R 3 

i 


9.1 ;dQ 


j-Ci-r'n 


2-MeNH-4-Pym 


| l-Me-3-Pyrd 


9.1 i%n 


1 /"* 1 DU 


2-MeNH-4-Pym 




7-1 ISl 




2 -MeNH-4-Pym 


|4-P,p 




->-Cl-Ph 


2-MeNH-4-Pym 


| 4-(3,4-deH-Pip) 


i 9-1 1^1 

i 


1 /"M du 


2-MeNH-4-Pym 


J 

| l-Me-4-Pip 


! 7- 1 iSd 
: 7-1 


3-CI-Pn 


2-MeNH-4-Pym 


j l-Me-4-(3,4-deH-Pip) j 


±~ 1 j j j 

7-1 i<;6 


1 TIL 

3-Ll-Pn 


2-MeMH-4-Pym 


l-Et-4-Pip 




3-CI-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


9-1 1n7 
! 7.1 l^C 


3-CI-Ph 


2-MeNH-4-Pym 


3-Hpip A 


1 JJO 
! 9.1 "1<Q 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 


> 9. 1 1£H 


j-Ll-Pn 


2-MeNH-4-Pym ~~ 


4-Hpip 


J I 3uU 

i 7-1 mi 


-3-Ll-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip | 


; I JO I 
! 9.1 lA") 


^-Cl-Ph 

-> /— i -j-ji ~~ 


2-MeNH-4-Pym 


2-Mor 


: — " 1 ->0— 
' 9 1 1A1 


^-Cl-Ph 


2-MeNH-4-Pym ~~ 


l-Me-2-Mor j 


i -£-iJo3 

9.1 164 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Tmor 


-1- 1 JOn 

9 i ia<; 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 


-i- 1 30j 
9.1 166 


3-Cl-Ph 

1 /*"M T1U 


2-MeNH-4-Pym 


i-Piz H 


— - 1 ->O0 
9.1 167 


j>-CJ-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz j 


■— l JO / 
9.1 16S 


3-CI-Ph 


2-MeNH-4-P"^T~~~ 


2-Piz j 


— 1 jOo 
9.1160 


3-LI-Ph 


2-MeNH-4-Pym 


4-Pyr A 


i JOy 
7- 1 17*1 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr 


7.1 171 


3-CI-Ph 

1 TNI — 


2-McNH-4-Pym * 


2-Pyr 


i J / 1 


3-CJ-Ph 


2-MeNH-4-Pym 


4-Pym " 


2-1372 
7-1 171 




2-MeNH-4-Pym 


5-Pym 1 


-.-lj / j 


3-Ll-Pn 


2-MeNH-4-Pym 


2-Pym 


2-1374 ; 


3-Cl-Ph 


2-MeNH-4-Pyni 




2-1375 : 


*-ci-Ph : 


>-MeNH-4-Pyrn 


l-Me-3-Azt-CH 2 


2-1376 : 


^cTph 1 


>-MeNH-4-Pym " 


5-Pyrd-CH 2 — 


2-1377 2 


^-Cl-Ph ~ i 


NMcNH-4-Pym i 


l-Me-3-Pyrd-CH 2 


2-1378 11 


-Cl-Ph l 
- 


-MeNH-4-Pym I 


t-Pip-CH 2 
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5 


Compound 

No. 


R 1 




R 3 




z- 1 5 iy 


1 PI PV» 


z -iwcin n-H-ryni. 


i -ivic-*4-r ip-\_ n 2 




z- 1 JoU 


7 pi dv» 


z -iv i e in n -4 - r ym 


n ..U nin PU^ 


10 


*> 1 1R 1 
Z- 1 jO 1 


1 PI Ph 


? -M pNTH -d - P vrm 


1 -Me-VHrnn-PH. 
i-ivic-->-np]p-v»,ri2 




z- l J>oZ 


1 PI PVi 
j-LI-ril 


z-iViciNri-H-r ym 






z- 1 J o_> 


1 PI Ph 


7 - M NTH -J. -P v-m 


i jvic *T-np i p n 2 


15 


Z- 1 «5o4 


1 PI PV» 


z -ivi cin n -*+-ryin 


z-ivior-^, ri2 




Z- I jbj 


"5 pi du 




1 -MC-z-IV10r-v^ri2 




*) 1 7 C/C 


i pi t>Vi 


z-Me!Nn-4-r)Tn 


1 Tmnr PX4 

z- 1 mor-^ri2 


20 


Z- I 35 / 


} PI PU 


z-ivieNn-4-rym 


i-ivie-z- 1 mor-Ln: 




Z* 1 300 


"5 PI DU 


z-MclN H-4-ryrn 


1 Di -7 PU 

1 -riz-L.H2 




"l 1 ICQ 


1 PI DU 


z-McNn-4-rym 


4-MC- 1 -riz-CH: 


25 


z- 1 :7\J 


1 PI PVi 


z - M e N M -4 - r yrn 


0 Di-» PlJ 
Z-riZ-Cri2 




1 1 1Q1 

•i- 1 l 


1 PI I>U 


z-Mersii-4-rym 


4-ryr-^ri2 






"2 PI DU 

3-L l-rn 


z-MeNH-4-ryTn 


J-ryr-CH; 


30 


z- 1 


1 pi pu 


z -M e IN n -4 - r ym 


z-ryr-v^rl2 




0 1 1QA 

z- 1 jV4 


1 PI PU 


z-MeNn-4-r\Tn 


4-r\Tn-Cri2 




z- 1 jyj 


1 PI PK 


z -M elN ri -4 - r >tii 


r Tj. rr - M PU 

D-rym-Cri2 


35 


z- 1 3yO 


1 PI DU 


Z^ -JV1 e IN M -4 - r ^TTJ 


z-r ym-v_ H 2 






3-LI-4-r-rn 


4-ryr 


TJ VT /pU \ 

hi2N-(LH2)3 




") 1 IOC 
Z- I jVo 


1 PI A C Ph 


4-Fyr 


MeNH-(Cri2)3 


40 


z- 1 oyy 


Pi A V PU 


4-ryr 


ttNn-(Lrl2)3 




Z- l 4UU 


; f 1 4 r pu 


4-ryr 


Me2rN-(Crl2)^ 




Z- 1 *KJ 1 




A P\T 


1 A Tt /PUT \ 


45 


*) i /in? 

Z- l 4Ui 


■*i PI A P PK 


4-r 


1 D,rr/J /PU \ 




*> 1 AC\1 
Z- i HKjj 


j-Li-4-r-rn 


A V\rr 

4-ryr 


1 Dm /PU \ 




2-1404 


VCl-4-F-Ph 


4-P\T 




50 


2-1405 


3-Cl-4-F-Ph 


4-P>T 


l-Tmor-(CH 2 ) 3 




2-1406 


3-Cl-4-F-Ph 


4-P>T 


1-Piz-(CH 2 ) 3 




2-1407 


3-Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 


2-1408 


3-Cl-4-F-Ph 


4-Pyr 


3-Azt 
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I 


Compounc 


R 




R 3 


2-1409 


3-Cl-4-F-Ph 


4-ryr 


l-Me-3-Azt 


2-1410 


^-CM-F-Ph 

- \_ I T-J Til 


4-Pyr 


3-Pyrd 


2-141 1 


3-C1-4-F-PH 


H-ryr 


1 -Me-3-Pyrd 


2-1412 


3-Cl-4-F-Ph 

-j v.i""t-r*r ii 


4-P\T 


4-P.p | 


2-1413 


^-Cl-4-F-Ph 

— v_ i *r I r 1 1 


4-Pyr 


4-(3,4-dcH-Pip) 


2-1414 


VPI-4.-F PK 


4-Pyr 


1 -Me-4-Pip 


2-1415 


~>-Pl-J. F PK 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 


2-1416 


3-CK4-F-PK 


4-Pyr 


1-Piz 




^-Cl-4-F-Ph 


4-Pyr 


4-Me-NPiz 


I 2-1418 
! 2-1419 


3-Cl-4-F-Ph 


4-Pyr 


4-Pyr 


i 


3-C1-4-F-PK 

— ' V— I ~ I ill 


4-Pyr 


3-Pyr 


; 2-1420 


VCI-4-F-PK 


4-Pyr 


4-Pym 


! 2-1421 


VC1-4-F-PK 


4-Pyr 


5-Pym 


1 2-1422 




4-Pyr 


3-Pyrd-CH 2 


! 2-1423 


3-C1-4-F PK 


4-Pyr 


l-Me-3-Pyrd-CH 2 


! 2-1424 


^-PI-d-F PK 

-> i-4-f-m 


4-Pyr 


4-Pip-CH: 


l 2-1425 

i 




4-P>T 


1 -Me-4-Pip-CH: 


: 2-1426 
U ■ 


3-C1-4-F PK 
v-i *t r-rn 


4-P)T 


2-Piz-CH 2 


2-1427 


3-PI-4-F PK 


4-Pyr 


4-Pyr-CH 2 


2-1428 


3-C1-4-F-PK 


4-Pyr 


3-Pyr-CH 2 


2-1429 


3-CI-4-F-PK 


4-Pyr 


4-Pym-CH 2 


2-1430 




4-Pyr 


5-Pym-CH 2 


2-1431 


3-Cl-4-F-Ph 


4-Pyr 


2-Pym-CH 2 


2-1432 


3 4 5-triF-PK 
->*u ir*rn 


4-Pyr 


H 2 N.(CH 2 ) 3 


2-1433 


3 4 5-triF-Ph 




MeNH-(CH 2 ) 3 


2-1434 


3,4,5-triF-Ph 


4-Pyr 


EtNTH-fCH^ 


2-1435 


3,4,5-triF-Ph 


4-Pyr , 


V1e 2 N-(CH : ) 3 


2-1436 | 


3,4,5-triF-Ph I 




l-Azt-(CH 2 )i 


2-1437 


3,4,5-triF-Ph I 




l-Pyrd-(CH 2 )3 


2-1438 j ; 
— L_ 


3,4,5-triF-Ph p 


^ 1 


-Pip-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 




R 3 




7 1A^Q 

Z~ I HJ7 


; 4 ; tr-iF Ph 

j ,4..? -in r-rn 


A P\rr 

4-ryr 


1 \Ar\r /r*M-.\, 
1 -ivior-^L_ rl; /} " 




0 1 AAO 
Z- 1 44U 


^ A ^ triF Ph 
3,4.3-mr - rn 


A Pvrr 

4-ryr 


1 Tmnr /Pt-K\. 

1 - 1 mor-^v. n.2 )y 


10 


9 1 AA 1 
Z 1 1 


^ A S-triF Ph 
3,4,_>-inr -r n 


4-r 


j'ru-^Ln^^ 




7 1 AA7 
Z- 1 44 Z 


4. 3 -in r-rn 


A Pvrr 

4-ryr 


A \A* 1 Pi-7 

4-ivie- 1 -riz-^cri2^3 




7 1 AA"X 
Z- 1 44 j 


j,4,j-inr-rnv 


A P\rr 

4-ryT 


3-/\Zl 


15 


'7 1 AAA 
Z- 1 •444 


1 4 i triF Ph 


4-ryr 


1 -Me-3-A2t 




1 1 AA^i 
Z- 1 443 


; 4 c tt-iF Ph 


A D\rr 

4-ryr 


1 p._j 

3-ryru 




7 1 AA^ 
Z- 1 440 


7 A ^ iriF Ph 


A Pxrr 

4-ryr 


1 -Me-3-ryrd 


20 


7 1 AA7 
Z- J 44 / 


A < triF Ph 


A P\fr 

4-ryr 


4-rip 




7 1 AA9. 
Z- 1 440 


^ A ^ rriF Ph 
3,4,3-xnr-jrn 


A P\rr 

4-ryr 


4-(3,4-aerl-rip) 




7 1 AAO 
Z- 1 44 V 


A n triF Ph 


A P\n- 

4-ryT 


1 -Me-4-rip 


25 


Z- 1 43U 


j,4,j-irlr-rn 


4-ryr 


1 -Me-4-(3,4-aeH-rip) 




7 14^1 
Z- 1 4j 1 


1 A < t-riP Ph 

3,4,3-inr-i n 


A Pi rr 

4-ryr 


1-rlZ 


- 


7 1 A^7 
Z- 1 4ji 


i a < Ph 


A D\rr 

4-ryr 


4-Me- 1 -rlZ 


30 


7 1 

Z- 1 433 


3,4,3 -tnr-rn 


4-ryr 


4-ryr 




7 1 y! <A 
Z- 1 434 


3,4,3-tnr-rn 


4 Dtrr 

4-h*yr 


3-Fyr 




7 1 A <^ 
z- 1 433 


3,4,3-inr-rn 


4-ryr 


4-Pym 


35 


7 1 A^ 
Z- 1 430 


-) /I C friF Ph 

3,4,3-inr-rn 


4 Dirr 

4-ryr 


3-rym 




7 1 A^7 
Z- 1 43 / 


1 A N triP Ph 

3,4,3-inr -rn 


A P\rr 

•4-ryr 


3-Pyrd-CH2 




7 lA^R 
Z- 1 430 


14C triP Ph 

3,4,3-in.r-rn 


A P\rr 

4-ryr 


1 -Me-3-Pyra-CH2 


40 


7- 1 A^Q 
Z- 1 43V 


14^ tT-iP Ph 


4-ryr 


4-P1P-LH2 




7-1 A£fi 
Z" 1 4DU 


14 C triP Ph 

3,4 ,3 -in r-rn 


A Pvrr 

4-ryr 


1 -Me-4-Pip-CH2 




7 1 Ar* 1 
Z- 1 4D 1 


14c triP Ph 


A Z>\rr 

4-ryr 


i-riz-CH: ■ 


45 


7 1 A£7 

Z- 140Z 


1 A ^ triP Ph 
3,4,3-lilr-rn 


A Pvrr 

4-ryr 


4-Pyr-Cn: 




7-1 Afi** 

z- 1 huj 


3 ,4 ,3 -inr -ril 


A P\/r 

4-ryr 


3-^^-^172 




2-1464 


3 4 5-triF-Ph 


4-Pvr 


4-Pvm-CHi 

T 1 Till 1 1 2 


SO 


2-1465 


3,4,5-triF-Ph 


4-Pyr 


5-Pym-CH: 




2-1466 


3,4,5-triF-Ph 


4-Pyr 


2-Pym-CH 2 




2-1467 


3-CF 3 -Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 


55 


2-1468 


3-CF 3 -Ph 


4-Pyr 


MeNH-(CH 2 ) 3 



nss 
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5 


Compound 

No. 


R 1 


R 2 


R 3 

i 

i 




— - 1 4W 




A Pvrr 

4-r yr 


4-ryni-Cri2 




~- 1 jUU 


rj-rn 


4-ryr 


3 - r \Tn - l. n 2 


10 


-i- J _>U I 




A Pv/r 


^- r vtti-l. n 2 




2- 1 51) 2 




4-r , yr 


14 V /Pul,\ I 




2-1 5U3 


3-L M r:U-r H 


4-ryr 


iviei\ri-(v_ ri2 n j 


75 


2-1 504 


3-C ri r :VJ-rn 


4-Pyr 


btNrl-(Crl:)i j 




2-1 503 


*j rue /^i Dk 

3-Lrir:U-rn 


z< D. ^ 

4-PVT 


Me2N-(LH2); 




2- 1 5()0 


3-L H HO-rn 


4-ryr 


l-A2t-(Cri2)3 


20 


2- i M>7 


3-LHhU-Fn 


4-Pyr 


1 -Pyrd-(CH2)3 




~> i cno 

2- 1 JSJO 


5-L Mr;U-rn 


4-ryr 


1-P»p-(CH 2 )3 




"> i f AQ 

-i- 1 D\Jy 


i n it? r** du 
3-Llil ;U-rH 


•1 D% <*> 

4-ryr 


l-Mor-(CH2)3 


25 


2- 1 MU 


3-Lrlr:Vj-rn 


4 D « m> 

4-KVT 


1 - 1 mor-(Lri2)3 




*■> i < i i 
2-1 j 1 1 


i rue du 


4-ryr 


1 -rlZ-^CH:)? 




2-1 5 1 2 




4-Pyr 


4-Me-l -Piz-(LH2)3 


_ 

30 


2-1513 


T PUC DU 


4-Pyr 


3-Azt 




2-1514 


3-CHF20-Pn 


4-Pyr 


l-Me-3-Azt 




2-1513 


rijr /"\ r>u 

3-LHr ->(J-rn 


4-ryr 


.>-Pyrd 


_ . 
35 


2- 1 5 I O 


i rur ri du 
3-L H r 2w-r n 


A D, 

4-ryr 


1 -Me-3-Pyrci 




2-151/ 


-> rT TT" r~\ DU 


4-ryr 


/I T*ki _ 

4-Pip 




2- 1 5 i o 


1 OTJC r\ DU 


/I D» 

4-ryr 


4-(3,4-deH-Pip) 


40 


O K1Q 


i PT-Jir r\ nu 


4-ryr 


1 -IVle-4-rip 




2- i 52U 


i r^Li c r\ du 


4-ryr 


1 -Me-4-(3,4-aeH-Pip) 




1-13 J. I 


i p LI tt r\ pu 
3-L,rlr2U-rn 


4-ryr 


i d; -» 
1-rlZ 


45 


1 1 <T) 


i PT-I du 
.>-v_ rir 2L>-rn 


4-ryr 


4-Me- 1 -riz 




1 JiJ 


i rup,n pu 
j-Lnr2\J-r n 


4 Pv/r 

4-ryr 






2-1524 


3-CHF^O-Ph 


4-Pvr 
*t ryi 


-7 — i VI 


50 


2-1525 


3-CHF 2 0-Ph 


4-Pyr 


4-Pym 




2-1526 


3-CHF 2 0-Ph 


4-Pyr 


5-Pym 




2-1527 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyrd-CH : 


55 


2-1528 


3-CHF 2 0-Ph 


4-Pyr 


l-Me-3-Pyrd-CH: 
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Compouru 
No. 

0 l con 


R 1 . 


i ~ 


K 


2- 1 jly 


3-CHF 2 0-Ph 


4-P>T 


4-Pip-CH 2 


2-1330 

9 T s 1 1 


3-CHF 2 0-Ph 


4-P>T 


l-Me-4-Pip-CHj 


2-1 33 1 

-> ICO") 


3-CHF 2 0-Ph 


4-Pyr 


2-Piz-CH 2 


2- 1332 


3-CHF 2 0-Ph 


4-Pyr 


4-Pyr-CH 2 


2- 13 3 J 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyr-CH 2 


I 3>>4 


3-CHF 2 0-Ph 


4-Pyr 


4-Pym-CH 2 


2- 1335 


3-CHF 2 0-Ph 


4-Pyr 


5-Pym-CH ; 


-t-1336 

i <r "* *7 


3-CHF 2 0-Ph 


4-Pyr 


2-Pym-CH 2 


2-l3o7 
") 1 cop 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


H 2 N-(CH 2 ) 3 


2-133& 
1 C "5Q 


3-CI-4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 


") ] :/|A 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


2- I 34U 

") 1 C A 1 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


Me 2 N-(CH 2 ) 3 


2- 1 341 


3-CM-F-Ph 


2-NH : -4-Pym 


1-Azt-(CH 2 ) 3 


^- 1 3 4 J 

"> 1 C /l 1 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


l-P>Td-(CH 2 ), 


2-1343 

*) 1 C ,f >f 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 


2-1544 

1 1 C A C 


3-Cl-4-F-Ph 


2-NH ; -4-Pym 


l-Mor-(CH 2 ) 3 


2-1545 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


l-Tmor-(CH 2 ) 3 


1- 1 34o 

*> 1 C./f7 


3-Cl-4-F-Ph 


2-NH;-4-Pym 


1-Piz-(CH 2 ) 3 


-1- 1 34 / 
1 1 ^AQ 


3-CI-4-F-Ph 


2-NH : -4-Pym 


4-Me-l-Pi Z -(CH 2 ) 3 


1 34o 

? 1 </tQ 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Azt 


- 1 34y 

O 1 C CA 


3-CI-4-F-Ph 


2-NH 2 -4-Pym 


I-Me-3-Azt 


2-1550 
? l ^ i 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd 


— - 1 3 j 1 

1 CC"> 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 


Z- 1 332 
"> 1 cc-> 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


4-Pip 


^-1333 


3-Cl-4-F-Ph 


2-NH ; -4-Pym 


4-(3,4-deH-Pip) 


2-1554 


3-Cl-4-F-Ph 


2-NH 2 -4-Pvni 


i-Me-4-Pip 


2.1555 ; 


S-Cl-4-F-Ph 


2-NH 2 -4-Pyni 


l-Me-4-(3,4-deH-Pip) 


2-1556 : 


>-CI-4-F-Ph ; 


>-NH 2 -4-Pym 


l-Piz 


2-1557 2 


i-Cl-4-F-Ph : 


»-NH 2 -4-Pym 7 


t-Me-l-Piz 


2-1558 3 


-Cl-4-F-Ph 2 


!-NH 2 -4-Pym 4 


-Pyr 
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Compound 


R' 




j 

i 

R 3 ] 


5 j 


No. 






j 

1 




2-1559 


3-C1-4-F-PK 


2-NH 2 -4-Pym ' 


3-Pyr * j 


I 


2-1560 


3-Cl-4-F-Ph 


2-NH;-4-Pym 


4-Pvm i 

' * 1 


70 


2-1561 


3-Cl-4-F-Ph 


2-NH;-4-P>'tTl 


5-Pym 


! 2-1562 


3-Cl-4-F-Ph 


2-NHT4-Pvm 


3-Pyrd-CH 2 j 


r 

i 
1 
1 


2-1563 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH : | 

i 


*5 ! 


2-1564 


3-Cl-4-F-Ph' 


2-NH-r-4-P\in 

— » illlj » A Till 


4-Pip-CH 2 


i 

t 


2-1565 


3-Cl-4-F-Ph 


2-NH-»-4-Pvm 

.— - J 'il 1 j ~ t x jrlll 


l-Me-4-Pio-CH> 

1 1 ▼ T X IU *w _ A ^ 


: 


2-1566 


3.Cl-4-F-Ph 


2-NH->-4-Pvm 


2-P1Z-CH2 


20 


2-1567 


3-CM-F-Ph 




4-Pyr-CH 2 




2-1568 


3-Cl-4-F-Ph 


2-NH^-4-Pvm 

4— ill IJ i J. Till 


3-Pyr-CH 2 




2-1569 


3-Cl-4-F-Ph 


2-NH->-4-PVm' 

.111J » X J ill 


4-Pvm-CHV 

• k. ▼Ill X 1^ 


25 


2-1570 


3-Cl-4-F-Ph 


«— .il n ~ j jriii 


5-Pvm-CH^ 
— / » jiii \_» 1 1^ 




2-1571 ' 


VCl-4-F«Ph 

~J v_ 1 "t I 111 


">-VH^-4-Pvm 

— ,lllj ~ 1 Till 


2-Pvrn-CHi 

— 1 Jr 1 1 1 X 1 ^ 




2-1572 


3 4 S-triF-Ph 


">-MH-»-4-Pvm 

*. ill i J ~ i viii 


txjii y *w 1 -t 2 / J 


30 


2-1573 


3 A S-?riF-Ph 


i .iXIj *t I Y 1 1 1 


iviviii 1 Y^wll 2y f3 




2-1574 




a*:i ii 2 ~r i j*** 


FtNU-iTH^ii 

i— ttiii V ' *2J}i 




2-1575 


3 A S-triF-Ph 


i ;in j"*tT Y 11 1 


Me-N-fCH-V 


35 


2-1576 ' 


3 4 S-triF-Ph 

_> ,*T t _» LI 11 111 


i > 1 1 j~*"t~ I >r 1 1 1 






2-1577 


3 4 S-triF-Ph 


i > r i j jiii 


1 "*i viu v_ 11 2/3 




2-1578 


3 4 S-triF-Ph 

-/ ? -T,_/ llli J il 


2-NTH->-4-Pvm 

— B 111 Ij ~ 1 _Ylll 


1-Pin-fCH^ 11 

1 1 l|J~^V»Xl 2 ^J 


40 


2-1579 


3 4 5-triF-Ph 

J,t,J LI 1 X 111 




1 i»iui ^ v^- 11 2/2 




2-1580 


3 4 5-triF-Ph 


_ - »ii ij » i Jin 


1 1 iijvji \V~-i A 2 /3, 




2-1581 


3 4 5-iriF-Ph 

»J«~^— ' 111* A 11 






45 


2-1582 


3 4 5-triF-Ph 


2-N r H 2 -4-Pym 


4-Me-l-Piz-(CH-V, 

i 




2-1583 


3 4 5-triF-Ph 


2-NTi"»-4-Pvm 


| 3-Azt 




2-1584 


3,4,5-triF-Ph 


2-NH 2 -4-Pyrn 


l-Me-3-Azt • 


SO 


2-1585 


3,4,5-triF-Ph 


2-NH 2 -4-Pyni 


3-Pyrd 




2-1586 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l>Me-3-Pyrd * 




2-1587 


3,4,5-triF-Ph 


2-NH 2 -4-Pyrn 


4-Pip 


55 


2-1588 


3,4,5-triF-Ph 


2-NH 2 -4-Pyn. 


4-(3,4-deH-Pip) 
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Compounc 

v- 


R' 




R 3 


— 1 J O 7 


j,4, j-tnr-rn 


2-NH : -4-P>tti 


l-Me-4-Pip ' : 


2-1590 


o.h, j-inr-rn 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) j 


2-1591 


.3,4.3 -inr-Pn 


2-NH 2 -4-P>7n 


1-Piz " ? 




,1 c * ' r~ 


2-NH 2 -4-Pyrn 


4-Me-l-Piz 




— i _> j j 


->,4,3-tnr-Pn 


2-NH : -4-Pym 


4-Pvt 


! 


2-1594 


'vie t~ r»i_ 


2-NH 2 -4-Pym 


3-Pyr ■ j 


2-1595 


"3 1 C . 'r r>i 


2-NH 2 -4-Pym 


4-Pym 






2-1596 


-),H.j-inr-rn 


2-NH 2 -4-Pym 


5-Pym 




i 
! 

I 


2-1597 


3,4,3-tnr -Pn 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1 


^ J s ,*'C r»u 

j,4,!)-tnr-Pn 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 




j 2-1599 


3,4,!>-tnh-Pn 


2-NH 2 -4-Pym 


4-Pip-CH 2 




! 2-1600 


"5 j c » 'p rju 

->,4,:>-tnr-Pn 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 




! 2-1601 


j,4,3-inr-rn 


2-NH 2 -4-Pym 


2-Piz-CH 2 




j 2-1602 


->,4.rMnh-Ph 


2-NH : -4-Pym 


4-Pyr-CH 2 




j 2-1603 
! 2-1604 




2-NH 2 -4-Pym 


3-Pyr-CH 2 


1 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 


j 2-1605 


3,4.5-triF-Ph 


2-NH 2 -4-P>7n 


5-Pym-CH 2 


| 2-1606 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


2-1607 

i 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


H2N-(CH 2 ) 3 


z-iouo ! J-L^-Ph 


2-NH r 4-Pym 


MeNH-(CH 2 ) 3 


2-1609 j 3-CF,-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


2-1610 [3-CFj-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 5 


2-1611 |3-CF-,-Ph 


2-NH 2 -4-Pym 


l-AzKCH 2 ) 3 


2-1612 j 3-CF 3 -Ph 

-> i y t . ~ — 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


1 


5-Uh 3 -Ph 


2->m 2 -4-PyjTi 


»-Pip-(CH 2 ) 3 


2-1614 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 


2-1615 


*-CF 3 -Ph 


2-NH 2 -4-Pym j 


-Tmor-(CH 2 ) 3 


2-1616 


>-CF 3 -Ph ; 


>-NH 2 -4-Pym j 1-Piz-(CH 2 ) 3 


2-1617 ; 


l-CF 3 -Ph : 


2-NH 2 -4-Pym ■ 4-Me-l-Pi2-(CH 2 ) 3 


2-1618 2 


>-CF 3 -Ph : 


>-NH 2 -4-Pym | 3-Azt — ' 
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5 


Compound 

No. 


R' 


1 

! 

! 


R" j 




Z- lolv 




2-"NTH r 4-Pym j l-Me-3-Azi j 




-> 1 /OA 

2-1620 


3-Lri-rn 


2-NH 2 -4-Pym 1 


3-Pyrd | 


10 


2- 1 o21 


J>-v_ r j-r n 


2-NH : -4-Pym 


l-Me-3-Pyrd j 




2-1622 


3-CF : ,-Ph 


2«NH : -4-Pym 


4-Pip < i 




2-1623 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-(3.4-deH-Pip) i 


15 


2-1624 ( 


3-CF ; ,-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip | 




2-1625 1 

t 


3-CFj-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 

i 




2-1626 ! 3-CFj-Ph 


2-NH 2 -4-Pym 


l-Piz 


20 


2-1627 

• 


3-CFj-Ph 


2-NH : -4-Pym 


4-Me-l-Piz 




2-1628 j 3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pyr 




2-1629 


3-CF ? -Ph 


2-NH 2 -4-Pym 


3-Pyi 


25 


2-1630 


3-CF 3 -Ph 


2-NH r 4-Pym 


4-Pym 




2-1631 


3-CF 3 -Ph 


2-N r H r 4-Pym 


5-Pym 




2-1632 


3-CFj-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH : 


30 


2-1633 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 




2-1634 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pip-CH: 




2-1635 


3-CF : ,-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


35 


2-1636 


3-CFj-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-1637 


3-CFj-Ph 


2-N T H : -4-Pym 


4-Pyr-CH: 




2-1638 


3-CFj-Ph 


2-N r H 2 -4-Pym 


3-Pyr-CH 2 


40 


2-1639 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




2-1640 


3-CFj-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




2-1641 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


45 


2-1642 


3-CHF 2 0-Ph 


2-NH r 4-Pym 


H 2 N-(CH 2 ) 3 




2-1643 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




2-1644 


3-CHF 2 0-Ph 


j 2-NH 2 -4-Pym 


j EtNH-(CH 2 ) 3 


50 


2-1645 


3-CHFjO-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




2-1646 


3-CHF 2 0-Ph 


j 2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




2-1647 


3-CHF 2 0-Ph 


j 2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


2-1648 


3-CHF 2 0-Ph 


j 2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 
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Compound 



No. 



2-1649 j 3-CHF : 0-Ph 



2-1650 j 3-CHF 2 0-Ph 



j 2-1651 ! 3-CHF 2 0-Ph 

i i 

i 2-1652 j 3-CHF 2 0-Ph 



2-NH 2 -4-Pym 



I l-Mor-(CH : ) 3 



2-KH 2 -4-Pyni 



l-Tmor-(CH 2 ) 3 



2-NH 2 -4.Pym 



1-Pl2-(CH 2 ); 



2 NH 2 -4-Pym 



| 4-Me-l-Piz-(CH 2 ), 
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5 


Compound 
No 


R 1 

rv. 


R : 


I 

1 




2-1679 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) : . 




2-1680 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 


10 


2-1681 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




2-1682 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 




2-1683 


3-Cl-4-F-Ph 


2-McNH-4-Pym 


1 l-Pip-(CH 2 )v 


15 


2-1684 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) : , 




2-1685 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 1 




2-1686 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH;);, 


20 


2-1687 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) ; . 




2-1688 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Azt 




2-1689 


3-CI-4-F-Ph 


2-MeKH-4-Pym 


l-Me-3-Azt 


25 


2-1690 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




2-1691 


3_Cl-4-F-Ph 


2-McNH-4-Pym 


l-Me-3-Pyrd 




2-1692 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip 


30 


2-1693 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




2-1694 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




2-1695 


3-C!-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


35 


2-1696 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz 




2-1697 


3-Cl-4-F-Ph 


2-MeKH-4-Pym 


4-Me-l-Piz 




2-1698 


3-CI-4-F-Ph 


2-McNH-4-Pym 


4-Pyr 


40 


2-1699 


3-Cl-4-F-Ph 


2-McNH-4-Pym 


3-Pyr 




2-1700 


3-CI-4-F-Ph 


2-.MeNH-4-Pym 


4-Pym 




2-1701 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


5-Pym 


45 


2-1702 


3-CI-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




2-1703 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




2-1704 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 


SO 


2-1705 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1706 


3-CM-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




2-1707 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 


55 


2-1708 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 
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Compound j 
No. j 


1 

1 R 

| 


i 

! R- 
i 




, 3-CI-4-F-Ph 


| 2-MeNH-4-Pym 


' 4-Pvm-CH^ 
i - — 


2-1710 


| 3-Cl-4-F-Ph 


j 2-MeNH-4-Pym 


j 5-Pym-CH 2 


2-1711 


j 3-Cl-4-F-Ph 


j 2-MeNH-4-Pym 


| 2-Pym-CH 2 


2-1712 


3.4,5-triF-Ph 


i 2-MeNH-4-Pvm 


j H 2 N-(CH 2 ) 2 


2-1713 

1 


3,4,5-triF-Ph 


i 2-MeNH-4-Pym 


! MeNH-(CH : ) : , 

i 


I 2-1714 


3 ; 4,5-triF-Ph 


' 2-iYleNH-4-Pym " 


■ EtNH-(CH ; ), 


| 2-1715 


| 3,4,5-triF-Ph 


! 2-MeNH-4-Pvm 

i 


i Me 2 N-(CH 2 ) 3 


2-1716 


3,4,5-triF-Ph 


j 2-MeNH-4-Pym 


j l-Azt-(CH 2 )i 

i 


2-1717 


3 T 4,5-triF-Ph 


j 2-MeNH-4-Pym 


j l-P>Td-(CH 2 ) 3 


2-171S 


1 3,4,5-triF-Ph 


j 2-MeNH-4-Pym 


j 1-Pip-(CH 2 ) : , 


2-1719 


| 3,4,5-triF-Ph 


1 2-MeNH-4-Pyiii 


| l-Mor-(CH 2 ) 3 

! 1 


| 2-1720 


| 3,4,5-triF-Ph 


2-MeNH-4-Pym 


! l-Tmor-(CH 2 ) 3 ] 


1 2-1721 


1 3.4,5-triF-Ph 

-i . 1 


r2-MeNH-4-Pym 


! 1-Piz-(CH 2 ), j 


1 2-1722 


j 3,4,5-triF-Ph 


2-MeNH-4-Pym 


' 1 

j 4-Me-l-Pi 2 -(CH 2 ) 3 


I 2-1723 


1 3,4,5-triF-Ph 


2-MeNH-4-Pym 


j 3-Azt 


2-1724 


3,4,5-triF-Ph ! 


2-MeNH-4-Pyni 


! l-Me-3-Azt 


2-1725 


3,4,5-triF-Ph | 


2-MeNH-4-Pym 


j 3-Pyrd 


2-1726 


3,4,5-triF-Ph | 

f 


2-MeNH-4-Pym 


! l-Me-3-Pyrd 


2-1727 


3,4,5-triF-Ph | 


2-MeNH-4-Pym 


I 4 "PiP 


2-1728 


3,4,5-triF-Ph ~T 

. . L 


2-MeNH-4-Pym 


j 4-(3,4-deH-Pip) 


2-1729 


3,4,5-tnh-Ph j 2-McNH-4-Pyni 


j l-Me-4-Pip 


2-1730 


3,4.5-tnF-Ph j 


2-MeNH-4-Pym 


j l-Me-4-(3,4-deH-Pip) 


2-1731 


3,4.5-triF-Ph | 


2-MeNH-4-Pym 


! 1-Piz 


2-1732 


3,4,5-triF-Ph ~ 


2-MeNH-4-Pyr^ 


j 4-Me-l-Piz " 


2-1733 
2-1734 


3,4,5-triF-Ph j . 
3,4,5-triF-Ph j"; 


2-MeNH-4-Pym 


1 4 -Pyr 


2-MeNH-4-Pym 


3-P_vr 


2-1735 


3,4,5-tnF-Ph I 2-MeNH-4-Pym 


4-Pym 


2-1736 


3,4,5-triF-Ph I 2-MeNH-4-Pym j 


5-Pym 


2-1737 


3,4,5-tnF-Ph . 2-MeNH-4-Pym j 


3-Pyrd-CH 2 


2-1738 : 


M,S-triF-Ph ' 2-MeNH-4-Pym f 
: — . i 


l-Me-3-Pyrd-CH 2 
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\ 

j Compound 
No. 






1 R J 

! 




j 2-1739 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




| 2-1740 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH: 


10 


I 2-1741 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


2-Piz-CH: 




2-1742 

I 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




2-1743 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


15 


2-1*744 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pym-CH; 




, 2-1745 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


5-Pym-CH: 




2-1746 

t 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 


20 


2-1747 


3-CFj-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




•2-1748 


3-CF 3 -Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




2-1749 


3-CF r Ph 


2-McNH-4-Pym 


EtNH-(CH 2 ) 3 


25 


' 2-1750 


3-CF 3 -Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 




2-1751 


3-CF r Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




2-1752 


3-CFrPh 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ), 


30 


2-1753 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




2-1754 


3-CF 3 -Ph 


2-McNH-4-Pym 


l-Mor-(CH 2 ) 3 




2-1755 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 > 3 


35 


2-1756 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




2-1757 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-1758 


3-CF 3 -Ph 


2-MeNH-4-Pym 


3-Azt 


40 


2-1759 


3-CF 3 -Ph 


2-McNH-4-Pym 


l-Me-3-Azt 




2-1760 


3-CF 3 -Ph 


2-McNH-4-Pym 


3-Pyrd 




2-1761 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Me-3-Pyrd 


45 


2-1762 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Pip 




2-1763 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




2-1764 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


50 


2-1765 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-1766 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Piz 




2-1767 


3-CF r Ph 


2-MeNH-4-Pym. 


4-Me-l-Piz 


55 


2-1768 


3-CF 3 -Ph . 


2-MeNH-4-Pym 


4-Pyr 



J95 
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Compound 

No. 



2-1769 



2-1770 



2-1771 



2-1772 



R 1 



3-CF 3 -Ph 



3-CF,-Ph 



2-MeNH-4-Pym 



3-CF 3 -Ph 



3-CF.,-Ph 



2-1773 



2-1774 



2-1775 



3-CF 3 -Ph 



2-MeNH-4-P> TO 



2-MeNH-4-Pym 



2-MeNH-4-P\Tn 



2-MeNH-4-Pym 



3-CFj-Ph 



3-CFj-Ph 



2-1776 



2-1777 



2-1778 



3-CFj-Ph 



3-CF 3 -Ph 



2-MeNH-4-Pym 



2-MeNH-4-Pym 



2-MeNH-4-Pvm 



3-CFj-Ph 



2-1779 



2-1780 



2-1781 



2-1782 



2-1783 



3-CF 3 -Ph 



3-CFj-Ph 



3-CFj-Ph 



3-CHF 2 0-Ph 



3-CHF 2 0-Ph 



2-MeNH-4-Pym 



2-McNH-4-Pym 



2-McNH-4-P>Tti 



2-MeNH-4-Pym 



2-MeNH-4-Pym 



2-MeNH-4-Pym 



2-1784 



-1785 



2-1786 



2-1787 



2-1788 



2-1789 



2-1790 



2-1791 



3-CHF 2 0-Ph 



3-CHF 2 0-Ph 



2-MeNH-4-Pym 



2-MeNH-4-P>ni 



3-CHF 2 0-Ph 



3-CHFjO-Ph 



3-CHF 2 0-Ph 



2-MeNH-4-Pvm 



2-MeNH-4-Pym 



2-McNH-4-P>-m 



2-McNH-4-Pym 



3-CHF 2 0-Ph 



3-CHF 2 0-Ph 



2-MeNH-4-P>Tn 



2-McNH-4-Pym 



3-CHF 2 Q-Ph 



2-1792 



2-1793 



3-CHF 2 0-Ph 



2-1795 



2-1796 



2-1797 
2-1798 



3-CHF 2 0-Ph 
3-CHF 2 0-Ph 



3-CHF 2 0-Ph 
3-CHF 2 0-Ph 



3-CHF 2 0-Ph 
3-CHF 2 0-Ph 



2-MeNH-4-Pym 



2-MeNH-4-Pym 



2-MeNH-4-P> TO 



R 3 



3-P\T 



4-Pvm 



5-Pym 



3-Pvrd-CH-, 



l-Mc-3-Pyrd-CH: 



4-Pip-CH 2 



l-Me-4-Pip-CH 2 



2-Piz-CH, 



4-Pyr-CH, 



3-Pvr-CH, 



4-Pym-CH. 



5-Pym-CH, 



2-Pym-CH, 



H 2 N-(CH 2 ), 



MeNH-(CH 2 ) 3 



EtNH-(CH 2 )j 



Me 2 N-(CH 2 ) 3 



1-Azt-(CH 2 ), 



1-Pyrd-(CH : ), 



1-Pip-(CH 2 ) 3 



2-MeNH-4-Pym 



l-Mor-(CH 2 ) 3 



l-Tmor-(CH 2 h 



1-Piz-(CH 2 ) 3 



4-Me-l-Piz-(CH 2 ) 3 



3-Azt 



l-Mc-3-Azt 



2-MeNH-4-Pym 



2-MeNH-4-Pym 



2-MeNH-4-Pym 
2-MeNH-4-Pym 



3-Pyrd 



l-Mc-3-Pyrd 



4-Pip 



4-(3.4-deH-Pip) 
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10 



15 



20 



25 



30 



35 



40 
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55 



Compound 

No. 


R ! 


R : 


R 3 


z- i /yy 




a - M e IN rl -4 - r ym 


1 -Me-4-rip 


Z- 1 oUU 




z-MeiNri-4-r yrn 


1 K/f<» A /I A HoU P,«\ 


Z- 1 oU 1 




z-iVieiNri-4-r yrn 




Z- i oUZ 


-5 puir p, nu 


z-iviei\ rt-4-ryrn 


4-IVie- 1 -r 1Z 


2- i oUJ 


i rwp.n Pk 
Mr iU-rn 


z-Mei\ri-4-rym 


4 Dm- 
4-P^T 


Z- 1 ov>4 


1 pltt: p, pu 


Z-IVie{Nri-4-ryiTi 


3-Pyr 


2-1 olD 


-J plic p» pu 


2-MeNrl-4-Pym 


/t D* 

4-Pym 


2- 1 oUO 


-1 purr Pi Pk 


z-MeN H-4-Pym 


5-Pym 


2- 1 61) / 


i-LnriU-rn 


2-MeNH-4-Pym 


i-Pyra-CHj 


2- I oUo 


1 piTC Pi pu 

j-LnriU-rn 


2-MeNH-4-Pym 


l-Me-3-Pyra-CH2 


1 oUV 


^ pup r\ pu 


2-XvlCINI i-4-rym 


4-l J lp-v^H2 


2- 1 o 1U 


1 POP P\ Dk 


z-MeNH-4-Pyrn 


1 -Me-4-Pip-LH: 


") ! 0 1 1 


* P*T-JTT Pi Dk 


2-MeNri-4-r>Ttl 


2-r IZ-L112 


: 2-1 O 12 




i-MeNH4-P\Tn 


4-P^T-Lri2 


! O ion 
; 2-1 o 13 


p* t_t it r\ nu 


2 - M e N H - 4 - P ym 


j-P>T-Cri2 


2-1814 




2-MeNH-4-Pym 


4-P>7Tl-CH2 


2-la 1 5 


1 PU "C P nu 


2-MeNH-4-P>Tn 


j-P>Tn-CH2 


S 2- 1 5 1 0 


PUTT P* DVi 


2-MefNH-4-Pym 


2-P>TTl-CH2 


1 •> *i on 

Z- 1 B 1 / 

! 


Dk 


0 KTTJ ,1 D, — 

. 2-Nri2-4-Pyr 


H2N-(CH2)3 


2-1 0 1 5 

i 


Dk 

rn 


2-NH2-4-Pyr 


MeNH-(CH2)3 


: 2- 1 B 1> 


DK 

Pn 


z-NH2-4-Pyr 


EtNH-(CH2)3 


1 2- 1 o2U 


Dk 

rn 


-i-rsiH2-4-Pyr - 


XI. XT /PU \ 

Me2N-(LH2)^ 


! Z- 1 1 


Dk 


Z-rsri2-4-ryr 


1 A — .* / pTJ v 


, Z- 1 5ZZ 


Dk 


1 \nj A Din- 


1 TZirw-A /PU \ 


Z- 1 OiJ 


Pk 


O XTLJ A T>rrr 


i Din /rw \ 


2-1 824 


Ph 




1 ivi \ji y n 2 / 3 


2-1825 


Ph 


2-NH,-4-Pyr 


l-Tmor-(CH 2 ) 3 


2-1826 


Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 


| 2-1827 

1 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


1 2-1828 


Ph 


2-NH 3 -4-Pyr 


3-Azt 
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5 


Compounc 
No. 


R' 




R 3 






Ph 

rn 


2-NH : -4-Pyr 


l-Me-3-Azt 




? -I830 


Ph 

r n 


2-NH;-4-Pyr 


3-Pyrd 


10 


2-1831 


Ph 


2-NH 2 -4-Pyr 


— i . 

J l-Me-3-Pyrd ~ 




2-1832 


Ph 
i ii 


2-NH 2 -4-Pyr 


4-Pip 




2-1833 


Ph 
i 1 1 

fph 


i-NH 2 -4-Pyr 


4-(3.4-deH-Pip) 


15 


— 1 OJ1 


,ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 






Ph 

in 


2-NH 2 -4-Pyr 


l-Me-4-(3.4-deH-Pip) 




«. 1 O JO 


Ph 

r n 


2-NH 2 -4-Pyr 


1-Piz 


20 


— I Oj / 


Ph 

r n 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




— lOJO 


Ph 

rn 


2-NH 2 -4-Pyr 


4-Pyr 


25 


— 1 O J7 


Ph 
rn 


2-NH 2 -4-Pyr 


3-Pyr 




Ph 


2-NH 2 -4-Pyr 


4-Pym 




— 1 o*+ 1 


Ph 
rn 


1 2-N]-^-4-Pvr 

t 


5-P>m 




R47 


Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


30 


^-1 S4T 


Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH : 




1 R44 


PK 

Ph i 


2-NH 2 -4-Pyr 


4-Pip-CH 2 






Ph 

rn ! 

i 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH : 




2- 1 846 


Ph 

Ph , 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




">-1 847 


Ph 

rn 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




2-1848 


Ph 

r n 


2-NH 2 -4-Pyr 


3-Pyr-CH, 




2-1849 


Ph 
rn 


2-NH 2 -4-Pyr 


4-Pym-CH 2 




2-1850 


Ph 
rn 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




2-1851 


Ph 

rn 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




2-1852 


4-F Ph 


2-NH : -4-Pyr 


H 2 N-(CH 2 ) 3 




2-1853 


4-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 )j 




2-1854 


4-F-Ph 


2-NH 2 -4-Pyr 


EtNH-fCHiV 


SO 


2-1855 


4-F-Ph 


2-NH 2 -4-Pvt 


Me 2 N-(CH 2 ) 3 




2-1856 


*-F-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 




2-1857 


4-F-Ph ; 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


2-1858 < 


i-F-Ph ; 


>-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 
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Compound ' 

No. i 


R 1 


R- 

i 


j 

R- 




2-1859 1 

• 


4-F-Ph 


2-NH,-4-Pyr 


l-Mor-(CH 2 ) 3 




2-1860 ' 

i 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) ? 


10 


2-1861 ; 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 );. 




2-1862 


4-F-Ph 


2-NH 2 -4-Pyr ! 4-Me-l-Piz-(CH 2 ) 3 




2-1863 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Azt 


15 


2-1864 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




2-1865 ■ 


4-F-Ph 


2-NH 2 -4-Pyr 


3-P>Td 




2-1866 , 4-K-Ph 


2-KH 2 -4-Pyr 


l-Me-3-Pyrd 


20 


2-1867 . 


4-F-Ph 


2-NH,-4-Pyr 


4-Pip 




2-1868 i 


4-F-Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 




2-1869 i 

1 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Mc-4-Pip 


25 


2-1870 ! 

i 


4-F-Ph 


2-NfH 2 -4-P>T 


l-Me-4-(3,4-deH-Pip) 




2-1871 


4-F-Ph 


2-NH,-4-Pyr 


1-Piz 




2-1872 


4-F-Ph 


2-NH 2 -4-Pyr 


4-iMe-l-Piz 


30 


2-1873 


4-F-Ph 


2-NH,-4-Pyr 


4-P\T 

- 




2-1874 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




2-1875 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pym 


35 


2-1876 


4-F-Ph 


2-NH 2 -4-Pyr 


5-P\Tn 




2-1877 


4-F-Ph 


, 2-NH 2 -4-Pyr 


3-P>Td-CH 2 




2-1878 


4-F-Ph 


2-NH 2 -4-P>T 


l-Me-3-Pyrd-CH 2 


40 . 


2-1879 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




2-1880 


4-F-Ph 


2-NHj-4-Pyr 


l-Me-4-Pip-CH 2 




2-1881 


4-F-Ph 


! 2-NH 2 -4-Pyr 


2-Piz-CH 2 


45 


2-1882 


4-F-Ph 


! 2-NH 2 -4-Pyr 


4-P>t-CH 2 




2-1883 


4-F-Ph 


2-NH 2 -4-Pyr 

i 


3-Pyr-CH 2 




2-1884 


4-F-Ph 


j 2-NH 2 -4-Pyr 


4-Pym-CH 2 


SO 


2-1885 


4-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




2-1886 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




2-1887 


3-F-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 


55 


2-1888 


3-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 
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Compound 
No. j 



w 



15 



20 



25 



30 



35 



40 



45 



50 



55 



- ; . . I 




3-h-Ph 

i 


, —- - 1 lj *T i V J 

1 


j EtNH-(CH 2 ) 3 ~j 


2-1890 


; 3-F-Ph 


— - — l I J— *T — 1 VI 

! 


j Me 2 N-(CH 2 h 


2-1891 


| 3-F-Ph 


; . x 1 1 2 *+— I VT 


; l-Azt-(CH2b 


2-1892 

! 


i 3-F-Ph 




j l-PyTd-(CH 2 ) 3 


| 2-1893 


i 3-F-Ph 

i 


i —-in fi2-4-rVT 


i l-Pip-(CH : h j 


2-1894 


1 3-F-Ph 


! ^-NTH«» A V>\rr 


| l-Mor-(CH2) 3 " j 


2-1895 


3-F-Ph 


. rij— *-ryr 


; Mmor-(CH:b 


2-1896 


3-F-Ph 


! ">_\TH yl p.— 


| 1-Piz-(CH 2 ) 3 


2-1897 


3-F-Ph 


t 


j 4-Me-l-Piz-(CH : ) 3 


2-1898 


3-F-Ph 




j 3-Azt 


2-1899 


3-F-Ph 




j l-Me-3-Azl 


2-1900 


3-F-Ph 


! — -lMi2~4-r^yT 
— i — 


! 3-Pyrd 

f 


2-1903 


3-F-Ph 




i l-Me-3-Pvrd 

j 


2-1902 


3-F-Ph 


i "> VT4 /1 p, 


j 4- Pip 


2-1903 


3-F-Ph 


• VT-I M n. ~ 
? z-iNrl-i-4-rVT 

! 


j 4-(3,4-deH-Pip) 


2-1904 


3-F-Ph 


1 «£-ini i2-4-ryr 


i l-Me-4-Pip 


2-1905 


3-F-Ph 


I - IN n 2 -4- ryr 


i l-Me-4-(3,4-deH-Pip) 


2-1906 


3-F-Ph 


j -i-iNrl2-4-r^yr 


! 1-Piz 


2-1907 


3-F-Ph 


! ^-MH, A Dxrt- 


j 4-Me-l-Piz 


2-1908 


3-F-Ph 


ri2-4- rVT 


j 4 - p y 


2-1909 


3-F-Ph 






2-1910 


3-F-Ph 




, . 1 

! 4-Pym 

i 


2-1911 


3-F-Ph 


2-rsm 2 -4- Pyr 

— j 


1 S-Pvm " 

i j * ym 


2-1912 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


2-1913 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH: 


2-1914 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CHj 


2-1915 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 ~~j 


2-1916 


3-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


2-1917 


3-F-Ph 


2-NH : -4-Pyr 


4-Pyr-CH 2 


2-1918 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH: 
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Compound 
No. 


1 

r 1 ; r : 

i 


! 




2-1919 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 




2-1920 


3-F-Ph 


2-NH : -4-Pyr 


5-Pym-CH 2 


10 


2-1921 


3-F-Ph 


2-NH : -4-Pyr 


2-Pym-CH 2 




2-1922 


3.4-diF-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 




2-1923 


3.4-diF-Ph 


2-NH : -4-Pyr 


MeNIi-(CH ; )j | 


15 


2-1924 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) : , 

| 




2-1925 


3,4-diF-Ph 


-2-NH 2 -4-Pyr 


Me 2 N-(CH 2 ) 3 




2-1926 


3.4-diF-Ph 


2-NH r 4-Pyr 


1-Azt-(CH 2 ) 3 


20 


2-1927 


3,4-diF-Ph 


2-NH,-4-Pyr 


1-Pyrd-(CH 2 ) 3 




2-192S 


3.4-diF-Ph 


2-NH ; -4-Pyr 


1-Pip-(CH 2 ), 




2-1929 


3,4-diF-Ph | 2-NH 2 -4-Pyr 


l-Mor-(CH 2 )j 


25 


2-1930 


3,4-diF-Ph ! 2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 




2-1931 


3.4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 




2-1932 


3.4-diF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


30 


2-1933 


3.4-diF-Ph 


2-NH 2 -4-Pyr 


3-Azt 




2-1934 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




2-1935 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 


35 


2-1936 


3,4-diF-Ph 


.2-NH 2 -4-Pyr 


l-Me-3-Pvrd 




2-1937 


3,4-diF-Ph 


2-NH 2 -4-Pvr 

* 


4-Pip 




2-1938 


3,4-diF-Ph 


2-NH-.-4-Pvr 


4-(3,4-dcH-Pip) 


40 


2-1939 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Mc-4-Pip 




2-1940 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3.4-deH-Pip) 




2-1941 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz 


45 


2-1942 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




2-1943 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pyr 




2-1944 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyr 


SO 


2-1945 


3,4-diF-Ph 


2-NH 2 -4-Pyr - " 


4-Pym 




2-1946 


3,4-diF-Ph 


2-NH r 4-Pyr 


5-Pym 




2-1947 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


ss 


2-1948 


3,4-diF-Ph 


2-NH : -4-Pyr 


l-Me-3-Pyrd-CH 2 " 



:;201 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



1 1 

Compound j 
No. j 


~ ■ . . 

R 2 R :> 


2-1949 l 3 4-diF-Ph 


j 2-NH 2 -4-Pyr j 4-Pip-CH 2 

T vTt Z " | ■ — — . , 


2-1950 3 4-diF-Ph 

*^«»vr ^ J.t'Ulf ill 


z-iSH ; -4-Pyr j l-Me-4-Pip-CH; 


2-1951 , 3 4-diF-Ph 
j j.t uir*rii 


2-NH 2 -«-Pyr j 2-Piz-CH 2 


^-195? • -J 4.^iF Ph 


2-NH 2 -«-pyr j 4-Pyr-CH 2 


2-1953 • 3 4-diF Ph 


2-NH 2 -4-Pyr j 3-Pyr-CH 2 


2-1954 1 4.diF Ph 


2-XH 2 -4-Pyr j 4-Pym-CH 2 


2-1955 3 4-HiF PK 


2-XH,-4-Pyr j 5-Pym-CH 2 


2-1 956 "\ 4 HiF Ph 


2-N-H,-4-Pyr j 2-Pym-CH 2 


^-1957 3-P1 Ph 

! 


2-N-H,-4-Pyr j H 2 N-(CH 2 ) 3 1 


2- 1958 i 3-Cl-Ph 


2-XH 2 -4-Pyr j MeNH-(CH 2 ), 


2-1959 , 3-Cl-Ph 


2-NH 2 -4-Pyr j EtNH-(CH 2 ) : , 


2-1960 j 3-Cl-Ph 


2-KH,-4-Pyr | Me 2 N-(CH 2 ) 3 


2-1961 j 3-Cl-Ph 

i - — 


2-NH 2 -4-Pyr 


1 -Azt-(CH 2 ) 3 




3-Cl-Ph 


2-NH 2 -4-Pyr | 1 -Pyrd-(CH 2 ) 3 


2-1963 


3-Cl-Ph 


2-NH,-4-Pyr j 1-Pip-(CH 2 ) 3 


2-1964 


3-Cl-Ph 


2-NH 2 -4-Pyr j l-Mor-(CH 2 ) 2 


2-1965 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 )., 


2-1966 


3-Cl-Ph 


2-NH 2 -4-pyr j 1-Pi 2 -(CH 2 ) 3 


2-1967 


3-Cl-Ph 


2-NH 2 -4-Pyr , 4-Me- 1 -Piz-(CH 2 ) 3 


2-1968 


3-Cl-Ph 


2-NH 2 -4-Pyr , 3-Azt " 


2-1969 


3-Cl-Ph 

l 


2-NH 2 -4-Pyr J l-Me-3-Azt 


2-1970 


3-Cl-Ph 


2-NH 2 -4-Pyr | 3. Py ^ d 


2-1971 


3-Cl-Ph 


z-^H 2 -4-Pyr | l-Me-3-Pyrd 


2-1972 


3-Cl-Ph ~t" 


2-NH 2 -4-Pyr j 4 .p, p 


2-1973 


3-Cl-Ph 


2-NH 2 -4-Pyr 1 


4-(3,4-deH-Pip) 


2-1974 


J-U-Ph |2-NH 2 -4-Pyr 


l-Me-4-Pip 


2-1975 


3-Cl-Ph j 2-NH 2 -4-Pyr 
~ ^. r- : i 


l-Me-4-(3,4-deH-Pip) 


2-1976 


J-Cl-Ph J 2-NH 2 -4-Pyr fT^Pii — 


2-1977 


3-Cl-Ph ~ |2-NH 2 -4-Pyr j4-Me-l-Piz 


2-1978 




-NH 2 -4-Pyr j 4 -Pyr 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-1979 


3-CI-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




2-19S0 


3-Ci-Ph 


2-NH:-4-Pyr 


4-Pym 


10 


2-19S1 


3-Cl-Ph 


2-NH 2 -4-Pyr 


5-Pym 




2-1 9S2 


3-Ct-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH; 




2-19S3 


3-Ci-Ph 


2-NH : -4-P>t 


l-Me-3-Pyrd-CH: 


15 


2-1984 


3-CI-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




' 2-l~9S5~'' 


3-CI-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH; 




2-19S6 


3-CI-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


20 


2-19S7 


3-CI-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH; 




2-1 OSS 


3-CI-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 




2- 1980 


3-CI-Ph 


2-NH,-4-Pyr 


4-Pym-CH 2 


25 


2-1990 


3-CI-Ph 


2-KH : -4-Pvt 


5-Pym-CH 2 




2-1991 


3-Ci-Ph 


2-NH : -4-Pyr 


2-Pym-CH 2 




2-1992 


Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ), 


30 


2-1993 


Ph 


2«MeNH-4-Pyr 


MeNH-(CH 2 )j 




2-1994 


Ph 


2-McNH-4-Pyr 


EtNH-(CH 2 ) 3 




2-1995 ! Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 2 


35 


2-1996 


Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




2-1997 


Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 




2-1998 


Ph 


2-MeNH-4-Pyr 


l-Pip-(CH 2 h 


40 


2-1999 


Ph 


2-McNH-4-Pyr 


l-Mor-(CH 2 ) 3 




2-2000 


Ph 


2-MeNU-4-Pyr 


]-Tmor-(CH 2 b 




2-2001 


Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 


45 


2-2002 


Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-2003 


Ph 


2-MeNH-4-Pyr 


3-Azt 




2-2004 


Ph 


2-MeNH-4-Pyr 


1-Me-3-Azt 


SO 


2-2005 


Ph 


2-MeNH-4-Pyr 


3-Pyrd 




2-2006 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




2-2007 


Ph 


2-MeNH-4-Pyr 


4-Pip 


SS 


2-2008 




2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 
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5 


Compounc 
No. 


R 1 


R : 


R 3 




2-2009 


Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 








2-MeNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 


10 


2-201 1 


Ph 


2-MeNH-4-Pyr 


1-Piz 






Ph 


2-MeNH-4-P>T 


4-Me-l-Piz 


15 




Ph 
ill 


! 2-MeNH-4-P\T 


4-Pyr I 


— — V/ 1 *T 


Ph 


J 2-MeNH-4-Pyr 


3-P>T j 




— wV/ J J 


Ph 


2-MeNH-4-Pyr 


4-Pym 






Ph 


2-MeNH-4-P >T 


5-P>tti 


20 


2-2017 


Ph 

in 


2-MeNH-4-Pyr 


3-P>Td-CH 2 




2-2018 


Ph 


X if X TT T 4 v-v 

2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 




2-2019 


Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


25 




Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 






Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




— x_ 


Ph 

rn 


2-MeNH-4-P>T 


4-Pyr-CH 2 


30 


2-2023 


Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 




2-2024 


PVi 
rn 


2-McNH-4-Pyr 


4-Pym-CH 2 




2-2025 


Ph 

rJl 


2-MeNH-4-Pyr 


5-Pym-CH 2 | 


35 \ 
1 


2-2026 


Ph 

rn 


2-MeNH-4-Pyr 


2-Pym-CH 2 | 




4-r-rn 


2-MeNH-4-P\ T 


H 2 N-(CH 2 ) 3 


\ 2-2028 
I 

! ~ ~ ~ 


4-F.Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 


40 \ 

! 




*+ a -rn 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 


i 




2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 


| 2-2031 
i ^ 


4-F-Ph 


2-MeNTH-4-Pyr 


1-Azt-(CH 2 ) 3 


45 \ 




4-F-Ph 


2-MeNrH-4-Pyr 


1-Pyrd-(CH 2 ) 3 




2-2033 


4-F-Ph 
*♦ -r -r n 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 




2-2034 


4-F-Ph 


2-MeNH-4-Pyr 






>-2035 


4-F-Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 | 




>-2036 


4-F-Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 




>-2037 


4-F-Ph ; 


Z-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 2 


1-2038 \ 


4-F-Ph " ; 


>-MeNH-4-Pyr ; 


J-Azt 
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5 


Compound 
No. 


R 1 


1 


R 3 






4-r -ril 


2 - Nx e N hi -4 - P yr 


l-Me-3-Azt 




2-2U4U 


4-r-rn 


2-MersH-4-Pyr 


3-P>Td 


10 


i-/lH 1 


C DU 


2 - M e !> ri -4 - r yr 


l-Me-J-Fyra 




2-2042 


,1 U DU 

4-r-rn 


2 - M elS ri -4- F yr 


4-Pip 




2-204j 


4-r -rn 


2-Mersri-4-Pyr 


4-(3.4-deH-Pip) 


75 


2-2044 


4-r-Pn 


2-MeNH-4-Pyr 


i x a a rv 

l-Me-4-Pip 




2-2045 


4-r-Pn 


2-MeNH-4-Pyr 


1 \ A A / ^ A J T1 1"\ * v 

1 -Me-4-(3,4-deH-Pip) 




2-2046 


4-F-Ph 


2-MeNrI-4-Pyr 


l-Piz 


20 


2-2047 


4-F-Ph 


> M VTT1 jlT\ 

2-MeNH-4-Pyr 


4-Me-l-Piz 




2-2045 


4-F-Ph . 


2-MeNH-4-Pyr 


A TS 

4-Pyr 




2-2049 


4-F-Ph 


2-MeNH-4-Pvr 
* 


3-Pyr 


25 


'VAC A 

2-20^0 


4-F-Ph 


2-MeNri-4-Pvr 


4-Pym 




2-2051 


4-P-Ph 


2-MeNH-4-Pyr 


5-Pym 




2-20D2 


4-F-Ph 


2-MeNH-4-Pvr 


3-Pyrd-CH: 


30 


<«s *\ f\ C ~\ 

2-205j 


4-F-Ph 


2-MeKH-4-Pyr 



1 -Me-3-Pyrd-CH: 




2-2054 


4-F-Ph 


2-McNH-4-Pvr 


4-Pip-CH 2 




2-2055 


4-F-Ph 


2-MeNTl-4-Pyr 


l-Me-4-Pip-CH: 


35 


2-2056 


4-F-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




2-2057 


4-F-Ph 


2-MeN T H-4-Pyr 


4-Pyr-CH: 




2-2058 


4-F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH: 


40 


2-20->y 


4 r~ til 

4-F-Ph 


2-MeNH-4-Pyr 


4-Pym-CH; 




2-2UO0 


A TT DU 

4-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH: 




2-2U01 


4-F-Ph 


2-MeNH-4-Pyr 
* 


2-Pym-CH: 


45 


2-2062 


"J r* Til. 

3-F-Ph 


X if _\TT 1 A n. 

2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 




Z-2U03 


n du 

J-F-Pn 


2-MeNH-4-Pyr 


MeNH-(CH2)3 






J r r j i 


i vj c. i x n — i yi 




50 


2-2065 


3-F-Ph 


2-MeKH-4-Pyr 


Me 2 N-(CH 2 ) 3 




2-2066 


3-F-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 )3 




2-2067 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


2-2068 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 
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5 


Compound 

• No. 


R' 


R- 










3-F-Ph 


— - 1 >i e in rl - 4 - r YT 


l-Mor-(CH 2 ) 3 




: 2-2070 




3-F-Ph 


-£-Jviel\n-4-Pyr 


l-Tmor-(CH : b 


10 


1 2-2071 




^-F-Ph 


^-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 




2-20 7 2 


1 

I 


- I ill 


2-MeNH-4-Pyr 


4-Me-l-Pi Z -(CH 2 b 


15 


! 2-2073 


1 


>-F-Ph 


2-MeNH-4-P>T 


3-Azt 




i 


VF-Ph 

- i r ii 


2-MeNH-4-P\T 


l-Me-3-Azt 




2-2075 


i 


3-F-Ph 


2-MeNH-4-P\T 


3-Pyrd 




' 2-207& 


S 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 


20 


2-20^7 


i 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pip 




■ 2-207S 


I 


3-F-Ph 


2-MeN r H-4-Pyr 


4-(3,4-deH-Pip) 




' 2-2079 


j 3-h-PIi 


2-MeNH-4-P\T 


l-Me-4-Pip 


25 


2-2080 


3-F-Ph 


2-MeN T H-4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-20SI 


3-F-Ph 


2-MeNH-4-Pyr 


1-Piz 




2-20S2 


3-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 


30 


, 2-20S3 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pyr 




' 2-2084 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyr 




1 2-2085 


3-F-Ph 


2-MeNPM-Pyr 


4-Pym 


Ji> 


: 2-2086 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym 




i 2-2087 




-F-Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 




1 2-2088 
1 


3 


-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 


a r\ 
•+(/ 


| 2-2089 


-> 
j 


-F-Ph 


2-McNTH-4-P>t 


4-Pip-CH 2 




j 2-2090 
1 2-2091 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




i 


3-F-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




j 2-2092 

i 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 




2-2093 




•F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 




2-2094 




F-Ph 


2-MeNH-4-P>T 


■ j j ii i v_ 1 1 2 


50 


2-2095 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 




2-2096 


3-F-Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 




2-2097 


3,4-diF-Ph 


2-MeNH-4-Pyr j 


H2N-(CH 2 ) 3 


55 


2-2098 


3,4-diF-Ph 




2-MeNH-4-Pyr ] 


VIeNH-(CH 2 ) 3 



BNSDOCID: <EP 107071 1A2J_> 



206 



EP 1 070 711 A2 



5 


Compound 

i>0. 










2-2099 


3 4-diF-Ph 


2-MeKH-4-Pvr 


w u"i i ^ w i ij/3 




2-2100 


3 4-diF-Ph 


?-MeNH-4-Pvr 




10 


2-2101 


3,4-diF-Ph 


?-MeNH-4-Pvr 


1-Azi-fCH^ 




2-2102 


3 4-diF-Ph 

J,*T— LI 1 J 1 1 I 


?-MeNH-4-Pvr 

— ii i"t*i y l 


1-Pvrd-fCH^i 

i i y i vi y v_ i 1 2 ) 3 




2-2103 


3,4-diF-Ph 


2-MeNH-4-Pvr 




15 


2-2104 


3 4-diF-Ph 

•Jy^ Lill * 11 


^-MeNH-4-PvT 

— IVltill 1 ■ I } 1 


l-Mor-fCFM? 




2-2105 


3 4-diF-Ph 

J,*t - Ul 1 -III 


^-MpNTH-4-Pvt 


1 -Tmnr-fPH -.'»-> 
i - i iiiui-^v_,ri2/3 




1 \J\J 


3 4-diF-Ph 

-3,*+ Llli ill 


?-Mp!\TH-4-Pvr 
- iviciNn *+ r y i 


1 -Pi7-fCH^-, 


20 


2-2107 


3 4-diF-Ph 




4-Me-i -Pi7-rri-M, 

•▼-ivit- i -r i*. \ v— n 2/3 




2-2108 


3 4-diF-Ph 

Ul J ill 


^-MeTsTH-4-Pvr 






2-2109 


"\ 4-diF-Ph 

LI II ill 


— "1V1C1XI1 "T i }1 


1 -Mr- V A 7t 


25 


2-2110 


3 4-diF-Ph 
_>,*t-liii "i ii 


9-Mp1STH-4-P\t 

^-JVICIN n-H-i y I 


3-Pvrd 




2-2111 


j Lii r*ni 


7-MpNIH-4-Pvt 
— ivi c in n t r y i 


1 -Mp-3-PvtH 


j 2-2112 


3 4-HiF-Ph 

J> ,*+— LI 1 1 —ill 


9.MpMl-l-4-Pvr 
^— iviciN n*H"r yi 


4-Pin 


30 


2-2113 


3 4-diF-Ph 

-/,*T Llli i 11 


^-MeNH-4-Pvr 

^.-IVl t^l>l l"*T-f yi 


4-H 4-deH-Pin^ 




2-2114 


3 4-diF-Ph 

J,*t "Lill i 11 


? - M eKTH -4 -P vr 


1 -Me-4-Pirv 
l ]vic-*+-i ip 




2-2115 


3 4-diF-Ph 


^-MpMH-4-Pvt 

— iviti^ii *r i yi 


I-Mp-4-H 4-HpM-Pin^ 
l -ivic-*T-v j.'+'Ucn -rip ) 


35 


2-2116 


3 4-diF-Ph 

J,— Uli i 11 


— IVlt-i^ll 1^1 ^1 


1 -Pi 7 




2-2117 


3 4-diF-Ph 

_J ,*T— LI 1 I - 1 11 




4 Mo 1 .Pi? 




2-2118 


3 4-diF-Ph 

*J kill i II 


— - i»il»itii l ~ r yi 


4-Pvr 
*T-r y i 


40 


2-2119 


3,4-diF-Ph 


^-McNTH-4-Pvt 

— lviwi ~ x i "t * y i 


VPvr 




2-2120 


3 4-diF-Ph 


^-MeNTH-4-PvT 

— ivici^ 1 1 *t i y i 


*T-i J 1 11 




2-2121 


3,4-diF-Ph 


2-MeNTH-4-Pvr 

& iTivi ii i ^ i y i 


S-Pvm 
-/—i jr in 


as 


2-2122 


3,4-diF-Ph 


^-MeWH-4-Pvr 

— *l»ltn i I *t 1 y I 


3-Pvrd-PH-, 




2-2123 


3 4-diF-Ph 


^-MeNH-4-Pvr 

— » i ti in t i yi 


l-Me-3-P\Td-PH-> 




2-2124 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


SO 


2-2125 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




2-2126 


3,4-diF-Ph 


2-MeNH-4-Pyr 


2-Piz-CH; 




2-2127 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 


55 


2-2128 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 



207 
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Compound 


R' 




R 3 


5 


No. 










7-01 00 


^ 4-Hi*P Pk 


2-MeNH-4-Pyr 


4-Pym-CH 2 






7 4 /rir Dk 


2-MeNH-4-Pyr 


5-Pym-CH 2 


10 


2-01 1 




2-MeNH-4-Pyr 


2-Pym-CH 2 




7-01 "r7 


-3 pi pu 


2 -MeNH-4-Pyr 


H 2 N-(CH : ) 3 




2-0 1 n 


7 Pl PVi 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 


15 


0.0 1 ^4 


a pi pu 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 




0-7 1 


7 pi pu 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 






■2 pl pU 


-N l jT^vriT A TT 

2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 


20 


0 "5 1 t7 


1 Pl DK 


2-MeNH-4-Pyr 


l-P>Td-(CH 2 ) 3 




0 2 1 tR 


o pi pk 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 




7 7 1 7Q 


7 PI Pk 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 


25 




3-CJ-rn 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 




7.0 141 


7 PI Pk 
3-^j-rn 


2-MeNH-4-P>T 


1-Piz-(CH 2 ) 3 




7-0 1 4^ 


1 Pi pu 


2-MeNH-4-P>T 


4-Me-l-Pi2<(CH:) 3 


30 


7 7 1 47 


1 PI Pk 


2-MeNH-4-P>T 


3-Azt 




7-7 1 44 


^ pi pu 
3-d-rn 


2-MeNH-4-Pyr 


l-Me-3-Azt 


i 


7 0 1 A< 


* Pl DU 


2-MeNH-4-Pyr 


3-P>Td 


35 I 


7-7 1 4#t 


7 pi Pk 


2-MeNH-4-P^T 


l-Me-3-P>Td 


! 


7 7 1 47 


7 Pl Dk 

3-cl-rn 


2-MeNH-4-P>T 


4-Pip 




7-7 14R 


^ pi Pk 


2-MeNH-4-P\T 


4-(3,4.deH-Pip) 


40 


7-7 1 4Q 


"5 Pl Pk 


2-MeNH-4-PyT 


l-Me-4-Pip ^ 


I 

i 


7-71 SO 


*i Pl Pk 


2-MeNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 


| 
I 


2-01 Si 


7 Pl Pk 


"T 1 J . 1 1 I 1 >« TT 

2-MeNH-4-Pyr 


1-Piz 


45 


2-71 S7 


•5 pi Pk 


~) li^vrTT A TT 

2-MeNH-4-Pyr 


4-Me-l-Piz 






7 pi pk 
3-^l-rn 


2-MeNH-4-P>T 


4-Pyr 




2-2154 


3-Cl-Ph 


2-MeNH-4-P>T 




50 


2-2155 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pym 




2-2156 


3-Cl-Ph 


2-MeNH-4-Pyr 


5-Pym 




2-2157 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 


55 


2-2158 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 1 
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i 

! 

5 ! 


Compound 

NO. 


R' 


R 2 


R 3 


i 




3-Cl-Ph 


2-MeNH-4-Pvr 


4-Pio-CH^ 


r 

• 


Z _ Z I DU 


j-Li-rn 


7 -M pWH -4 -Pvr 


l-Me-4-Pin-PH<> 


10 | 


7.7 i m 

Z-Z 1 U I 




2-MeNH-4-Pvr 

i l'lCl tI I 1 "T I 1 




•' 


9 7 1 £7 
Z-Z 1 Oi 


^ Pl-Ph 


7 -M f> MH - J. - P vr 


4-Pvr~PH-> 


I 


Z-Z i D J 


^.ri-ph 
i i ii 




VPvr-PH-, 


15 


7 7 1 AA 
Z-Z 1 0-+ 


^-P1-Ph 


7 -M f»\TH -A. P vt 
z-ivici>in — +-r yi 


*♦ i y ui-v^ rip 


! 
1 


7 7 1 As 
Z-Z 1 0 J 


^ PI Ph 

j-Vw i*rn 


z-jviciNn-H-r yi 


->-rym-v^ri2 


j 


7 7 1 
Z-Z 1 OO 


^ Pl-Ph 


z-iviciN.n- i +-r yi 


z ryiii-v_ri2 


i 

20 


7 7 1 £7 
Z-Z 1 o / 


PH 




I-UN-fPH^, 
r *2 l> '\^'ri2^3 




7.71 AR 
Z Z i Oo 


Ph 

r n 


l.pvm 
^ r yui 






7 7 1 


Ph 
i n 


4-Pym 




25 


7 7 1 7fi 
Z-Z I 'U 


Ph 
rn 


4-rym 


ivic2I> v ,w ri2/3 . 




7 7171 
Z-Z 1/1 


Ph 


d.Pvm 
*+ r y in 


i Azi-y^, ri273 




7 7 1 77 
Z-Z 1 /Z 


Pk 

rn 


4-ryni 


1 -Pv/rH-fPl-U'k, 
i -ryra-^n2j3 


30 


7 ^ 1 11 


Ph 

rn 


H-ryni 


1 r lp-^^r^/} 




z-z 1 /4 


rn 


4-rym 


i -rvior-^v, 112^3 




7 7 17^ 
Z-Z 1 / J 


PKi 

rn 


A P\rm 

•fr-r ym 


i-i riior-^v-.ri2 j3 


35 


7 71 7A 
Z-Z 1 /o 


PVi 


A P\rrv» 

*+■- rym 


1 -Pit /fU,L 
i -r v^ri2/3 




7 7 1 77 
Z-Z 1 / / 


h Ph 1 

rn 

i 


A Dirm 

4-r yin 


A 1 Pi-? /PT-3 \, 




7 7170 
Z-Z I / o 


Ph 


*+-r yrn 




40 


7 7 1 7Q 
Z-Z 1 /V 


1 Ph 

* 


4-Pym 


1 -jvic- J-/\Zl 




7 7 1 sn 
Z-Z i oU 


, Ph 


A. Pvrm 

4-rym 


j>-r yru 




7-7 1 8 1 
Z-Z 101 


Ph 

rn 


A-Pvm 
y hi 


i - lviv j r y i u 


45 


7-7 1 87 
Z-Z 1 oz 


Ph 
rn 


4-Pvm 


4-Pin 




*- ^ lOJ 


Ph 
ru 


4-Pvm 


4-G 4-deH-PiD > i 




2-2184 


Ph 


4-Pym 


l-Me-4-Pip 


SO 


2-2185 


Ph 


4-Pym 


].Me-4-(3,4-deH-Pip) 




2-2186 


Ph 


4-Pym 


1-Piz 




2-2187 


Ph 


4-Pym 


4-Me-l-Piz 


55 


2-2188 


Ph 


4-Pym 


4-Pyr 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Compounc 

IN u. 


! R 
i 


I 

R * 1 R 3 

! 

. i 


2-2189 




*-ry™ j 3-Pyr 


2-2190 


« Ph 


4 - p ym j 4-Pym 


2-2191 


Ph 


4 - p ym j 5-Pym 


2-2192 


Ph 
ill 


4 - p y m j 3-Pyrd-CH 2 


r 0.0194 


Ph 

ill 


] ^Py" 1 j l-Me-3-Pyrd-CH 2 




Ph 


4-rym 


4-Pip-CH 2 


— — J Z» J 


Ph 


^-rym 


l-Me-4-Pip-CH, 


2-2196 


Ph 




2-Piz-CH 2 


^71 97 


Ph 


A Dim, 

4-rym 


4-Pyr-CH 2 


2-7 ]Q£ 


Ph 


4-rym 


3-Pyr-CH 2 


0.71QO 


Ph 


4-Pyrn 


4-Pym-CH 2 


7-7700 


Ph 


4-Pym 


5-Pym-CH 2 


0.7001 


rn 


4-Pym 


2-Pym-CH 2 


2-2202 


A IT DU 


4-Pym 


H 2 N-(CH 2 ) 3 


7.000^ 


A IT DU 

4-r-rn 


4-Pym 


MeNH-(CH 2 ) 3 




H-r-rn 


4-Pym 


EtNH-(CH 2 )^ 


2-2205 


/I p pu 




Me 2 N-(CH 2 ) 3 


2-2206 


Ph 


4-Pym 


1-Azt-(CH03 


•7.0207 


/I C DU 


4-Pym 


1-Pyrd-(CH 2 )., 


7-70QC 


4. F Ph 


4-Pym 


1-Pip-(CH 2 ) 3 


2-0?ng 




4-Pyrn 


I-Mor-(CH 2 ) 3 


^-7010 

a- I VJ 


A TT PU 

^-r-rn 


4-Pym 


l-Tmor-(CH 2 ) 3 


2-221 1 




4-Pym " 


1-Piz-(CH 2 ) 3 


2-2212 


A-V Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


2-2213 


ZTrlph 


4-Pym 


3-Azt 


2-2214 


4-F-Ph 


4-Pym 


l-Me-3-Azt 


2-2215 


4-F-Ph 


4-Pym 


3-Pyrd 


2-2216 


*-F-Ph 


4-Pym T 


l-Me-3-Pyrd 


2-2217 


*-F-Ph 


l-Pym 


4-Pip 


2-2218 t 


*-F-Ph < 


l-Pym 


*-(3,4-deH-Pip) 
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5 


Compound 

ISO. 


R 1 


R 2 


R 3 




2-2219 


4-F-Ph 


i ^111 


l-Me-4-Pin 

* ivic *t rip 




a. «_ \j 


4-F-Ph 

T 1 III 


4 -Pvrn 

"T X J 1 11 


l-Me-4-f3 4-deH-Pin^ 


10 




4-F-Ph 


4-Pym 


1-Piz 






4-F-Ph 




4-Me-1 -Pi7 






A-F Ph 


A-P von 
*r-r } III 


4-Pvr 

ryr 


15 




A-F Ph 


A Pvrm 

-+-r ym 


^-Pvrr 

j ryr 






A F Ph 


A Pvn-n 


A Pv/m 

H-rym 






A-F.Ph 


A-P vm 


S -Pvrm 


20 


z-zzz / 


**- r - r n 


A Pvm 
4-r v m 


~>ryiu-Vwii2 




-1. --«^Z.O 


A F Ph ' 


A Pvrn 


1-Mp-^-PvtH PH, 
i -iYic-->-r yrvJ-v^rii 






4-F-Ph 


A-P vm 


*r- r ip-v^rT2 


25 


Z-ZZZ>U 


A F Ph 
*r-r -ill 


4-Pym 








A p Ph 

4-r-rn 


A P \ -m 


z -r iz.-v_-ri 2 




-l-Z,*.^Z. 


At: pu 


A P\>-m 


A Pvt CV}~ 


30 


<L*~*Lt.S Z> 


A F Ph 


A P\rm 






z-z.a.>h 


A P Ph 

4-r-rn 


•4-r ym 


A P\rm CIA 






A P Ph 


A Pvrm 




35 


Z-ZZjD 


A-F Ph 


A Pvrm 

*+-r yin 


Z. - r y m -Lni 




z-zZJ / 


P Ph 


A Pvrm 

*+- r yrn 






Z-ii».Ju 


-;_p ph 


A Pvm 

*+-r yiii 


i vi e i> n -\ v-, n 2 ) 3 


40 


.Z. z. _ » ;/ 


"UF-Ph 
_» i -r 11 


A-Pvnn 
*r- 1 y 111 


ciiN ri- v v^rl 2 J3 




Z. i,i*tV 


"UF-Ph 


A_P\rm 


ivj C2lN - \ v,rl2 ;3 




2-2241 


VF-Ph 


A -Pvrn 


i -/\z.i-Vv^ri2J3 


45 






A- Pvrm 
*+-r y in 








VF-Ph 
j-r-ru 


A-P van 
*t r y i ii 


i -r ip- v v_ri2 > r3 




2-2244 


3-F-Ph 


4-Pym 


i j»iv/i *2/3 


SO 


2-2245 


3-F-Ph 


4-Pym 


l-Tmor-(CH 2 ) 3 




2-2246 


3-F-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 




2-2247 


3-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


55 


2-2248 


3-FPh 


4-Pym 


3-Azt 
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Compound 

NO. 


R 1 


R- 


R 3 






j-r-rn 


4-Pym 


l-Me-3-Azt 






1 P PK 


4-Pym 


3-Pyrd 


i u 




1 P Pk 
>r-rn 


4-Pym 


l-Me-3-Pyrd 




2-2252 


3-F-Ph 


4-Pym 


4-Pip 




2-2253 


3-F-Ph 


4-Pym 


4-(3,4-deH-Pip) 


15 


2-2254 


3-F-Ph 


4-Pym 


l-Me-4-Pip 




2-2255 


3-F-Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2256 ; 3-F-Ph 


4-Pym 


1-Piz 


20 


2-2257 


I 3-F-Ph 


4-Pym 


4-Me-l-Piz 




2-2258 


i 3-F-Ph 

1 


4-Pym 


4-Pyr 




2-2259 


i 3-F-Ph 


4-Pym 


3-Pyr 


25 


2-2260 


! 3-F-Ph 

t 


4-Pym 


4-Pym 




2-2261 


3-F-Ph 


4-Pym 


5-Pym 




2-2262 


3-F-Ph 


4-Pym 

— 1 


— . , 

3-Pyrd-CH-. 

* 


30 


±-l>b5 \ 3-F-Ph 


4-Pym 


l-Me-3-Pyrd-CH; 




2-2264 i 


3-F-Ph 


4-Pym 


4-Pip-CH 2 




2-2265 j 


3-F-Ph 


~T~^ 1 

4-Pym 


l-Me-4-Pip-CH 2 


35 


2-2266 1 


3-F-Ph 


4-Pym | 


2-Piz-CH 2 




2-2267 ; 


3-F-Ph 


4-Pym 


4-Pyr-CH: 




2-2268 


3-F-Ph 


4-Pym 


3-Pyr-CH 2 


40 


2-2269 


3-F-Ph 


4-Pym 


4-Pym-CH 2 




2-2270 


3-F-Ph 


4-Pym 


5-Pym-CH 2 




2-2271 


3-F-Ph 


4-Pym 


2-Pym-CH 2 


45 


2-2272 


3,4-diF-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 




2-2273 


3,4-diF-Ph 


4-Pym 


MeNH-(CH 2 ) 3 




2-2274 


3,4-diF-Ph 


4-Pvm 


fc.tNM-(CH 2 )3 


SO 


2-2275 


3,4-diF-Ph j 


4-Pym 


Me 2 N-(CH 2 ) 3 




2-2276 


3,4-diF-Ph 


4-Pym 


1-Azt-(CH 2 ) 3 




2-2277 


3,4-diF-Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 


- 


2-2278 


3,4-diF-Ph 


4-Pym 


1-Pip-(CH 2 ) 3 
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5 


Compound 

{NO. 


R 1 




R 3 




2-2279 


3 4-dtF-Ph 


4-Pvm 

~ * y in 


1 1t1V1*^VIA2/? 




— — — O V 


3 4-diF-Ph 

J ,*T Ull I J 1 


4-Pvm 


J i lllv/l -^v_^l I 2 ,f 3 


70 


— — *- U 1 


3,4-diF-Ph 


4-Pvm 

~ 1 111 


l-Piz-fCH-^Y 




2-2282 


3 4-diF-Ph 

—J ,*T U 11 111 


4-Pym 


4-Me-l-Piz-f'CHVW 

> iTlv l I it ^v-l 12/3 




2-2283 


3,4-diF-Ph 


4-Pym 


3-Azt 


IS 




-\ 4-diF-Ph 


4-Pvm 
*+ i y rii 


1 _\<1 *2, _ A *?i 
J -1V1 c- -/VZ.I 






-i 4-diF-Ph 


4-Pvm 








^ 4-diF-Ph 


4-Pvm 


1 .Mp.VPvtH 


20 


— «iO / 


7 4-diF-Ph 

-> ,*-r Li J r -ill 


4 Pvm 
H-r y in 


4-Pirv 
*+-r ip 






^ 4-diF-Ph 
^jH—uir-r ii 


4-Pvm 

^ III 






~>-~>~>RO 


7 4-diF Ph 

-j ,*t"(j lii n 




1 \yf r» A Din 
1 -JV1 C—H-r lp 


2S 




^ 4-diF Ph 


4 P\rm 


I -ivic— J5 -rip) 






1 /f Hip Ph 


A P\rm 


1 -Pi-7 1 






1 4 diF Ph 

j ,4-oir-rn 


A P\rm 


4 Mp 1 Pi-> 
*»"Mc- 1 -r 1Z 


30 




^ 4-diF-Ph 


*1 P\rm 

M-ryrn 


4 Pvr 

H-ryr 




■J-T7Q4 


^ 4-HiF Ph 




J-r yT 






7 4-diF-Ph 


4 Pvm 

yni 


4-Pvrn 

*+-r ym 


35 


— ~ ^.y\j 


^ 4-diF-Ph 
j,T-uir rii 


H-r y III 


j-r ym 






1 4 diF Ph 


^-i^yrn 






2-7*>QR 


3 4-diF-Ph 


4-Pvm 


i - j v'i c - j) - r yra -Lri] 


40 


2-2299 


3 4-diF-Ph 

J , T VI I I III 


4-Pvm 


* ip-V- J 12 




^300 

— — -J v/v/ 


3 4-diF-Ph 


4-Pvm 
*▼ i^ y i j i 






2-2301 


3 4-diF-Ph 

—J j'T'VJII I 11 


4-Pvm 

*T" 1^ jrl 1 1 


i ii"Lri2 


45 


2-2302 


3 4-diF-Ph 


4- Pvm 


4-Pvr PH 




2-2303 


3 4-diF-Ph 


4- Pvm 
*t i y 1 1 1 


j*ryr*Lri2 




2-2304 


3,4-diF-Ph 


4-Pym 


4-Pym-CH 2 


SO 


2-2305 


3,4-diF-Ph 


4-Pym 


5-Pym-CH 2 ' 




2-2306 


3,4-diF-Ph 


4-Pym 


2-Pym-CH 2 




2-2307 


3-Cl-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


ss 


2-2308 " • 


3-Cl-Ph 


4-Pym 


MeNH-(CH 2 ) 3 
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Compound 
No. 


R' 


R 2 


1 

! * 




2-2309 


3-Cl-Ph 


A Dinv> 


! EtNH-(CH : ) 3 






2-2310 


3-PI-Ph 

-J V- l ill 

1 


4-rym 


j Me 2 N-(CH : )., 




70 


2-231 1 


! 3-O-Ph 


4-rym 


j 1-Azt-(CH : ) ; , 


1 




2-2312 


i LPl PKi 


/♦ Ti. 

4-Pym 


j J-Pyrd-(CH,) 3 








1 VPl-Ph 


4-rym 


| 1-Pip-(CH : ), 




75 


2-2314 


"}.Pl Ph 

! 


4-Pym 


j l-Mor-(CH;h 






— — — ' L J 


VPl Ph 
-J i-r n 


4-Pym 


J l-Tmor-(CH : ) 3 






2-2316 


3-Pl-Ph 


4-rym 


j l-Piz-(CH : b 


20 


2-2317 


3-Pl-Ph 


4-Pym 


j 4-Me-l-Pi 2 -(CH : )j 




2-23 IS 


! 3-Cl-Ph 


4-Pym 


3-Azt 




2-2319 


3-Cl-Ph 


4-Pym 


1 -Me-3-Azt 


25 


2-2320 


! 3-Cl-Ph 


4-Pym 


3-Pyrd 




2-2321 


: 3-Cl-Ph 


A T*. 

4-Pym 


l-Me-3-Pyrd 


- 


J-1S22 j 3-CI-Ph 


4-Pym 


4-Pip 


30 




3-Cl-Ph 


4-Pym 


4-(3,4-deH-Pip) 




2-2324 


3-Cl-Ph 


4-Pym 


l-Me-4-Pip 




2-2325 


3-Cl-Ph 


A TV. 

4-Pym 


l-Me-4-(3,4-deH-Pip) 


35 


2-2326 3-Cl-Ph 


/I T>« 

4-Pym 


1-Piz 




2-2327 


3-Cl-Ph 


4-Pym 


4-Me-l-Piz 






2-232o" ] 3-Cl-Ph 


4-Pym 


4-Pyr 


40 


2-2329 : 3-Cl-Ph 


4-Pym 


3-Pyr 




2-2330 

i 


3-Cl-Ph 


4-pym 


4-Pym 




2-2331 3-Cl-Ph 


4-Pym 


5-Pym 


45 


2-2332 3-Ci-Ph 


**-rym 1 


3-Pyrd-CH; 






3-Cl-Ph 


4-rym 


l-Me-3-Pyrd-CHi 




2-2334 | 3-Cl-Ph 


4-Pym 


4-Pip-CH 2 


50 


2-2335 


3-Cl-Ph 


4-Pym 


l-Me-4-Pip-CH 2 




2-2336 I 


3-Cl-Ph ! 

i 


4-Pym 


2-Piz-CH 2 




2-2337 


3-CJ-Ph 


4-Pym 


4-Pyr-CH 2 


55 


2-2338 


3-Cl-Ph 

1 


4-Pym 


3-Pyr-CH 2 
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5 


Compound 

No. 






R 3 




— — x 


3-CI-Ph 


4-Pvm 
** i y ill 








->-v_,l-r tl 


*r~r y in 


5-Pvm-OT-U 


10 


— " »*T J 


^ PI Ph 


i-Pvnm 
fr) III 


9-Pvm-CH-. 




- >4 ~ 


Ph 


— -ivi cu**T*ryi 1 1 






"» "*"iA*i 


Ph 


— -lVJ.CV_/-*+-l } II) 


ivic>ri-^n2 j} 


15 


_-_.U4 


rn 


z - ivi e u - 1 )Tn 


PfXTLT /pLI \ 




2-2345 


Ph 


7 UoH A P\rm 

Z. -ivi evj-4— r yrn 






2-2340 


Ph 


L - 1V1 c VJ -*r - 1 ym 




20 


2-2347 


Ph 


^ - JYi c v_J - h - r ym 






2-234S 


Ph 


— -IViCw-H-r \TTl 






2-2340 j Ph 


_ IVI CvJ-H-ryTn 




25 


2-2350 


Ph 


9 \A A Dim 

l - jvi e yj - h - r ym 


1 Tmr\T /fU \ 




2-2351 


Ph 


9 KAt*C\ A P\ -m 


I-riZ-(Ull2)3 




2-2352 


Ph 


Z-IViev_/-'4-r \TTl 


4-Me- 1 -r 1Z-(L ri2 / )3 


30 


2-2353 


Ph 


9 A P\n-»i 

z - m e yj - 4 - r ym 


A-AZl 




2-2354 


Ph 


i-MeU-4-rvTTi 


l-Me-j-Azt 




2-2355 


Ph 


- M e vj - *t - r ym 


j-ryra 


35 


2-2356 


Ph 


9 \/f A O « ^vi 


l -Meo-r yra 




2-2357 


Ph 


0 UoH A D,m 

z - ivi e \j - - r ym 






2-2358 


Ph 


. z-ivi ei^-H- ~ym 




40 


2-2350 


Ph 


9 N4*»0 A P\tv» 
— -ivi rYTn 


1 \Ar> A Pin 

J -IVI C -•4- rip 




2-2360 


Ph 


£ ~ IVI C - r ym 


1 \A*> A (1 A /4^X4 P^"\ 




2-2361 


Ph 


^.-lviCv_/-*T-r^yiii 


1 Pi v 

1 -riZ 


45 


2-2362 


Ph 


9 \A f*(~\ A P\-m 


A Mp 1 Pi "7 

•+-ivie- 1 -r 1Z 




2-2363 


Ph 


9 MpH A - P \ -m 
Z • IVI C^-H • 1^ ^Tn 


A Pvrr 




2-2364 


Ph 


2-MeO-4-Pvm 


3-Pvr 


50 


2-2365 


Ph 


2-MeO-4-Pym 


4-Pym 




2-2366 


Ph 


2-MeO-4-Pym 


5-Pym 




2-2367 


Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 


55 


2-2368 


Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 
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i 

S Compound 

! \'n 


R' 




i 

R 3 


5 


i fNO. 










1 2-2369 


Ph 


2-MeU-4-Pym 


4-Pip-CH 2 




• — « — > i \j 


Ph 


2-MeO-4-Pym 


1 -Me-4-Pip-CH: 


10 


i 2-2371 


Ph 


2-MeO-4-Pym 


2-Piz-CH 2 




s — * — ? / 


Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




: 2-2373 


Ph 


^-MeO-4-Pym 


3-Pyr-CH 2 


la 


°-">374 


Ph 
ill 


2-MeO-4-Pym 


4-Pym-CH: 




< ">-~>37S 

i ~ 375 


Ph 
ill 


2-MeO-4-Pym 


5-Pyn>CH: 




I 7-^376 


Ph 
ill 


2-MeO-4-Pym 


2-Pyrn-CH: 


20 


; 2-2377 


at: pt 
*+-r -r n 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 




; 2-2378 

i 


4-P Ph 


2-MeO-4-Pyrn 


MeNH -<CH 2 )3 






/l P pL 


2-McO-4-Pym 


EtNH-(CH 2 ) 3 


25 




<d_ P pL 


2-MeO-4-Pym 


Me 2 N-(CH 2 b 




— > O I 


/I p PL 


2-Me04-Pym 


1-Azt-(CH 2 ) 3 . 




2-23?P 

'O — 


/I p pL 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 


30 




/t P PL 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 






4 P Pl-i 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 1 




«- «r JO J 


4 P Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 h 


35 


2-2386 


4-F Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 




<- JO / 1 


/TP pu 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-2388 


4-F-Ph 


2-MeO-4-Pym 


3-Azt 


40 


2-2389 


4-F.Ph 


2-MeO-4-P)iri 


l-Me-3-Azt 






4-F-Ph 
*r-r ill 


2-MeO-4-Pym 


3-Pyrd 




2-2391 


4-F-Ph 

*T~l 111 


2-MeO-4-Pym 


l-Me-3-Pyrd 


45 


2-2392 


4-F-Ph 


2-MeO-4-Pym 


4-Pip 




2-2393 


4-F-Ph 

*T~I 111 


2-MeO-4-Pyrn 


4-(3,4-deH-Pip) 




2-2394 


4-F-Ph 


2-MeO-4-Pym 


1 -Me-4-Pin 


50 


2-2395 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2396 


4-F-Ph 


2-MeO-4-Pym 


1-Piz 




2-2397 r 


4-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz 


55 


2-2398 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr 

1 
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5 


Compound 

No. 


R' 




R' 




2-2399 


4-F-Ph 


2-MeO-4-Pym 


3-Pyr 




2-2400 


4-F-Ph 


2-MeO-4-Pym 


4-Pym 


10 


2-2401 


4-F-Ph 


2-MeO-4-Pym 


5-Pym 




2-2402 


4-F-Ph 


2-MeO-4-Pym 


3-Pyrd-CH ; 




2-2403 
1 


4-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH; 


15 


2-2404 


4-F-Ph 


2-McO-4-Pym 


4-Pip-CH; 




2-2405 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH: 




2-2406 


4-F-Ph 


2-MeO-4-Pym 


2-Piz-CH 2 


20 


2-2407 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




2-2408 


4-F-Ph 


2-McO-4-Pym 


3-Pyr-CH: 




2-2409 

, 


4-F-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


25 


2-2410 


4-F-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




2-2411 


4-F-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 




2-2412 

L 


3-F-Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 


30 


2-2413 


3-F-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 


| 2-2414 


3-F-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 




2-2415 


3-F-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 ) 2 


35 


2-2416 


3-F-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 )3 




2-2417 


3-F-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 




2-2418 


3-F-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ), 


40 


2-2419 


3-F-Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 




2-2420 


3-F-Ph 


2-MeO-4-P>TO 


l-Tmor-(CH 2 ) 3 




2-2421 


3-F-Ph 


2-MeO-4-Pym 


1-Piz-(CH 3 ) 3 


45 


2-2422 


3-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-2423 


3-F-Ph 


2-MeO-4-Pym 


3-Azt 




2-2424 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-Azt 


50 


2-2425 


3-F-Ph 


2-MeO-4-Pym 


3-Pyrd 




2-2426 


! 3-F-Ph 

h— — 


2-MeO-4-Pym 


l-Mc-3-Pyrd 




2-2427 


3-F-Ph 


2-MeO-4-Pym 


4-Pip 


55 


2-2428 


3-F-Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 
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70 



15 



25 



30 



35 



40 



45 



SO 



55 



Compound 

No. 

2-2429 



2-2430 



i 2-2431 



I 2-2432 

I 

F2-2433" 



3-F-Ph 



3-F-Ph 



3-F-Ph 



3-F-Ph 



3-F-Ph 



2-2434 i 3-F-Ph 



i 2-2435 



! 3-F-Ph 



2-2436 
2-2437 



-F-Ph 



! 3-F-Ph 



2-243S 
2-2439' 



i 3-F-Ph 



! 3-F-Ph 



I 



2-MeO-4-Pym 



2-MeO-4-Pym 
2-MeO-4-Pym~ 



2-MeO-4-Pym 



2-MeO-4-Pym 
2-MeO-4-Pyrn 



2-MeO-4-Pym 



2-MeO-4-PvTn 



2-MeO-4-Pym 



2-MeO-4-Pym 



2-MeO-4-Pym 



l-Me-4-Pip 



l-Me-4-(3,4-deH-Pip) 



1-Piz 



4-Me-I-Piz 



4-Pyr 



3-Pyr 



4-Pym 



5-Pym 



3-Pyrd-CH 2 



l-Me-3-Pyrd-CH 2 
4-Pip-CH 2 



2-2440 


3-F-Ph 


-i-MeU-4-Pym 


l-Me-4-Pip-CH: 


2-2441 


3-F-Ph 


2-MeCM-Pym 


2-Piz-CH, 


2-2442 


3-F-Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 


2-2443 


3-F-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


2-2444 


j 3-F-Ph 


2-McO-4-Pym 


4-Pym-CH: 


2-2445 


' 3-F-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 ~ 


2-2446 


3-F-Ph 


2-MeO-4-Pym 


2-Pym-CH : 


| 2-2447 


3,4-diF-Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 


j 2-2448 


3,4-diF-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 


1 2-2449 


3.4-diF-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 


! 2-2450 


3.4-diF-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 ) 3 


2-2451 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 


2-2452 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 


2-2453 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 


j 2-2454 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 


2-2455 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 


2-2456 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Piz-(CH : ) 3 


2-2457 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


2-2458 


3,4-diF-Ph 


2-MeO-4-Pyni 


3-Azt 
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5 


Compound 
No. 


R" 




R 3 




7-74SQ 


1 4-HiF-Ph 


7-MeO-4-Pvm 


1 -Me-^-A7t 






1 4 HiF-Ph 


7-Mpr>-4-Pvm 


~j 1 y i\i 


10 


7-7461 


^ 4-riiF-Ph 


7-MpO-4-Pvm 


l-Me-^-Pwd 

1 lVIt J I J> 1 VJ 




7-7467 


1 4 HiF Ph 


7.M^O-4-Pvm 


4-Pin 




7.746"* 


7 4 HiF.Ph 


7.MpO_4-Pvm 


4-H 4-rieH-Pinl 


15 


7 74^4 


7 A PVt 


7 K./f «0_4 Pvrm 

z - ivi c v-j -4 - r ym 


1 .MpJ Pin 




7 746^ 
Z-Z4CO 


j,4-air-r n 


7 \ /f oPl_4 P\rm 
Z - 1 V 1 -4- r yTTl 


1 MpJ 4 Pin\ 

i -ivic-4-^ j,4-aeri-r^ip ) 




7 




z - ivi e l> -4 - r yrn 


1-rlZ 


20 


^-i4D / 


1 4 /4iTT PVi 


7 K A r*{~\ A P«rm 

z - ivi e kj -4 - r ym 


4 \/Tn 1 Pi-» 

4-Ivie- 1 -r IZ 




7 74£G 
Z-Z405 


7 4 HiP PVt 


7 \4^Pk 4 P\rm 

z-ivicLJ-4-r ym 






Z-Z40V 


^ ^ ^ ; c PVt 


z - ivi e \j -4 - r ym 




25 


7 14 7 A 
Z-Z4 / U 


7 A AiH PVi 


z - ivi e \j -4- r ym 


4-r yTn 




7 747 1 
Z-Z4 / 1 


7 4 rl i P PVt 


7 K/1 c»0 4 P\rm 

z - ivi c -4- r ym 


j-r yrn 




7 7/177 
/Z 


j,4-Qlr-rn 


z - ivi qkj -4 - r ym 


j-r yrQ-L/jn^ 


30 


~) 7477 
Z-Z4 1 3 


a 4 HiP PVi 


7 \ A p>C\ A D\ rm 

z - ivi clj -4 - r ym 


1 7 D>rrH pU 




7 1AHA 

Z-Z4 /4 


^ a a\x: PVi 


z - ivi e u -4 - r ym 


A Pir> /^u 

4-rip-CM> 




-) 047^ 


; /i j;t: dv» 


z - ivi e lj -4 - r yrn 


1 -Me-4-rip-CH; 


35 


7 747^ 
Z-Z4 /O 


j,4-air-r n 


7 K 4 c»r~^ A D*rrvi 

z - ivi e^j -4 - r yrn 


7 Pi-» r^u 




Z-Z4 / / 


o a A\T: PVi 


z-MCkJ-4-rym 


4-h*yr-CH2 




7 747R 
Z-Z4 / o 


a 4-HiP PVi 


z-ivicv^-4-x yrn 


7 p Arr pu 


40 


7 747Q 
x-x*+ / y 




7 - \/i Pi .. 4 - P vrm 
Z lVlCV^-*T-r ym 


4 P\rr-n /^IJ- 

4-r ym-^rl2 




7 74ftfl 


7 4 rliP PVi 


z-ivi ev^j-4-r yTn 






7 74R1 


^ 4-HiF-PV. 


1 _\4 c»0 4. Pvrm 

z-ivi cvj-H-r yni 


7 Pvrm PU, 


45 


7-74R7 


V pi DVi 


- ivi cv^r - *t - r yrn 


ri2lN- v L.l-l2j3 








7 - M f»0 - 4 - P vm 


jvi cjn n ^v- n 2 )i 




2-2484 


3-Cl-Ph 


2-MeO-4-Pym 


EtNFMCHVh 


50 


2-2485 


3-Cl-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 )3 




2-2486 


3-Cl-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 




2-2487 


3-Cl-Ph 


2-MeO-4-Pym 


l-P>Td-(CH 2 ) 3 


55 


2-2488 


3-Cl-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 )3 
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5 


! 

1 Compound 
! 




R 2 


R 3 




j 2-2489 


3-Cl-Ph 


z-MeU-4-rym 


l-Mor-(CH 2 ), 




1 2-2490 


3-Pi-Ph 


i-MeO-4-Pym 


l-Tmor-(CH 2 h 


10 


j 2-2491 


3-Pl-Ph 

— ' V— 1 I II 


z-MeU-4-Pym 


l-Piz-(CH : ) 3 




i 2-2492 


3-Pl-Ph 
— ' > — i i ii 


z-MeU-4-rym 


4-Me-l-Piz-(CH 2 ) 3 




' 2-2493 


3-Pl-Ph 

-7 V_ 1 I 11 


z-MeCM-Pym 


3-Azt 


15 


j " 




2-MeO-4-Pyni 


I -Me-3-Azt 




i 2-2495 

1 




2-MeO-4-Pym 


3-Pyrd 




; 2-2496 


3-Pl-Ph 


2-Meu-4-Pym 


l-Me-3-Pyrd 


on 


i 2-2497 


-> \ -ill 


2-MeO-4-Pym 


4-Pip 




i 2-2498 


3-Pl-Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 




| 2-2499 


VPl-Ph 


2-MeO-4-Pym 


l-Me-4-Pip 


oc 

^z> 


2-2500 

i 


VPl.Ph 


2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2501 


^-Pl-Ph 

-> Vw. i-j n 


2-MeO-4-Pyni 


l-Piz 




2-2502 


->-Li-rn 


2-MeO-4-Pym 


4-Me-l-Piz 




on 


2-2503 


^-Pl Ph 


2-MeO-4-Pym 


4-Pyr 




2-2504 


**-Pl PK 

-> V- i-.rn 


2-MeO-4-Pym 


3-Pyr 






2-2505 


VPl PK 


2-MeO-4-Pym 


4-Pym 


Jz> 


2-2506 


VPI-Ph 


2-MeO-4-Pym 


5-Pym 




2-2507 
L 




2-McO-4-Pym 


3-Pyrd-CH 2 




2-2508 i 

i 


3-Pl-Ph 


2-McO-4-Pym 


l-Me-3-Pyrd-CH: 


40 


2-2509 j 


3-Pl-Ph 


2-McO-4-Pyrn i 


4-Pip-CH 2 




2-2510 I 


3-pi Ph r 


2-MeO-4-Pym 


l-Me-4-Pip-CH ? 




2-251 1 




2-MeO-4-Pym 


2-Piz-CH 2 


45 


2-2512 




2-MeO-4-Pym 


4-Pyr-CH 2 




2-2513 


VPUPh 


2-MeO-4-Pym 


3-Pyr-CH 2 




2-2514 


3-Cl-Ph 


2-McO-4-Pym 


4-Pym-CH 2 


SO 


2-2515 


3-Cl-Ph 


2-MeO-4-Pym j 


5-Pym-CH 2 




2-2516 


3-Cl-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 




2-2517 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 CH=CH 


55 


2-2518 i 


4-F-Ph T< 


4-Pyr 


MeNH-CH 2 CH=CH 
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5 


Compound 


R 1 




R 3 




2-2519 


4-F-Ph 


4-Pyr 

-r J. J I 


Me2K-CH 2 CH=CH 




2-2520 


4-F-Ph 


4-P\T 


3-Pip-CH 2 


70 


2-2521 


4-F-Ph 


4-Pyr 


l-Me-3-Pip-CH 2 




2-2522 


4-F-Ph 


4-.Pyr 


2-Me-4-PiD 




2-2523 
1 — 


4-F-Ph 


4-P\T 


2 2 6 6-tetraMe-4-Pio 


75 




4-F-Ph 


4-P\T 

J 


l-Ac-4-Pip 




mm 


4-F-Ph 


4-Pvr 


l-Ar-4-H 4-H^H-Pin^ 




2-2526 


4-F-Ph 


4-PVT 


4-OH-4-Pin 


20 


2-2527 


4-F-Ph 


4-Pvr 


4-OH-l -Me-4-Pin 
" wi j i i>iC"*t*riu 




2-2528 


4-F-Ph 


4-Pvr 


AcNH-CCH-V 




2-2529 


4-F-Ph 


4-Pvr 

y 


4-NH?-cHx 

• I'll/ vl 1A 


25 


2-2530 


4^F-Ph 


4-P\T 


4-Pvr-CH^OHV 




2-2531 


4-F-Ph 


4-P\T 


3-Pvr-CHfOFn 




2-2532 


4-F-Ph 


4-Pvr 


— * y *■ * i ^ v_/i j f 


30 


2-2533 


4-F-Ph 


4-Pvr 








4-F-Ph 

"T 1 111 


4-Pvr 






mm —*J~> -J 


4-F-Ph 


4-Pvr 


1 4 fS-tri F-R 7 VH-PH-, 


35 


2-2536 


4-F-Ph 


4-Pvr 

-r. r yi 






2-2*537 


4-F-Ph 








2-2538 


4-F-Ph 




^ ^ S fS-tpTraF-4-P vr 


40 


2-2539 


4-F-Ph 


4-Pvr 
ryi 






2-2540 


4-F-Ph 








2-2541 


4-F-Ph 


4-Pvr 


3-ABO 


45 


2-2542 


4-F-Ph 


4-Pvr 


8-Me-3-ABO 




2-2543 


4-F-Ph 


4-Pvr 


3-f2 3-deH-ABO> 




2-2544 


4-F-Ph 


4-Pyr 


8-Me-3-{2,3-deH-ABO) 


50 


2-2545 


4-F-Ph 


4-Pyr 


3-ABN 




2-2546 


4-F-Ph 


4-Pyr 


9-Me-3-ABN 




2-2547 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABN) 


55 


2-2548 


4-F-Ph 


4-Pyr 


?-Me-3-(2,3-deH-ABN) 
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c 
o 


| 

Compound 

rvo. 


R 1 


R- 


! 




2-2549 


4-F-Ph 
*r-r ill 




H 2 N-CH2CH=CH 






4-F-Ph 
*+-r -ill 


? "KTTJ A T> ... 


MeNH-CH 2 CH=CH 


I u 


*- - — > -j i 


4-F-Ph 


2-NH2-4-Pym 


Me 2 N-CH 2 CH=CH 




2-2552 


A p DU 

■r-r -.r n 


~) XTTJ /t Ti 


3-Pip-CH 2 




2-2553 


A-F-Ph 


2-Nii.2-4-ryTn 


l-Me-3.Pip-CH2 


15 


7-?5S4 


J-P PK 


2-NH2-4-P>tii 


2-Mc-4-Pip 




^-7555 


4-F Ph 
*+-r -i n 


2-NH2-4-Pym 


2,2,6,6-tetraMe-4-Pip 




2-2556 


4-F.Ph 


2-NH 2-4-Pym 


l-Ac-4-Pip 


20 


2-2557 


A P PH 


"1 XTT T ^ t-k 

2-NH 2 -4-Pyrn 


l-Ac-4-(3,4-deH-Pip) 




7-?5SR 

— -J J o 


1 A-F PH 

! *♦ I -111 

; 


XTTJ yl 

2-NH2-4-P)Tn 


4-OH^-Pip 




~>-?5S9 
— w» v 


A-P PH 

-in 


-\ XTT T /t T\ 

2-NH2-4-P)tti 


4-0H-l-Me-4-Pip 


25 


7-2560 


4-F PH 


") XTTJ A T\ 

2-NH2-4-Pym 


AcNH-(CH 2 )3 




7-2561 


A-P-PH 


"> XTTJ A T\ 

2-NH2-4-Pym 


4-NH : -cHx 




2-2562 


4 F PH 
**-r -rn 


2-Nri>-4-P\Tn 


3-Qun 


30 


7-?563 


A-F PH 


*) XTTJ A Ti 

2-Nri2-4-P\Tn 


3-(2,3-deH-Qun) 


- 


2-2564 i 


4-F PH 


~\ XTT I A T\ 

2-NH 2 -4-P>Tn 


3-.AB0 


- 




A P PH 


2-N T H2-4-Pym 


8-Me-3-ABO ] 


35 


2-2566 


4_p pu 


-N X TT T /I T*» 

2-TvH2-4-Pyrn 


3-(2,3-deH-ABO) 




2-2567 


4-F.PH 


"J XTTJ /I Ti 

2-NH2-4-Pym 


8-Me-3-(2,3-deH-ABO) 




2-2568 


4-F-PH 

"T I 111 


-) XTTJ /! T*. 

2-NH2-4-Pym 


3-.ABN 


40 


-7-?569 

i 


4_p_pu 


•*> XTTJ /4 T-k 

2-NH2-4-Pym 


9-Me-3-ABN 




2-2570 


4-F-PH 


~> XTTJ A T\ 

2-NH2-4-P\Tn 


3-(2,3-deH-ABN) 




2-7571 


A-F-Ph 


2-NH 2 -4-Pym 


9-Me-3-(2,3-deH-ABN) 


45 


— — — ' / *» 


4-F-PH 
t r*ru 


2-MeNH-4-Pym 


H 2 N-CH 2 CH=CH 




2-7573 


4-F-PH " 


2-MeNH-4-Pym 


MeNH-CH 2 CH=CH 




2-2574 


4-F-Ph 


2-MeNH-4-Pvm 


Me 2 N-CH 2 CH=CH 


SO 


2-2575 


4-F-Ph 


2-MeNH-4-Pym j 3-Pip-CH 2 




2-2576 


4-F-Ph 


2-MeNH-4-Pym j 


l-Me-3-Pip-CH 2 




2-2577 


4-F-Ph 


2-MeNH-4-Pyn. j 


2-Me-4-Pip 


55 


2-2578 


4-F-Ph 


2-MeNH«4-Pym j 
L 


2,2,6,6-tetraMe-4-Pip 



BNSDOCID: <EP 10707UA2J_> 



222 







• 


EP 1 070 711 A2 


• 


1 


Compound 
No. 


R' 


R 2 


R 3 




2-2579 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-Pip 




2-2580 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-(3,4-deH-Pip) 


1 

10 


2-2581 


4-F-Ph 


2-MeNH-4-Pym 


4-OH-4-Pip 




2-2582 


4-F-Ph 


2-MeK r H-4-Pym 


4-OH-l-Me-4-Pip 




2-2583 


4-F-Ph 


2-MeNH-4-Pym 


AcNH-(CH 2 )j 


15 


2-2584 


4-F-Ph 


2-McNH-4-Pym 


4-NH 2 -cHx 




2-2585 


4-F-Ph 


2-MeNH-4-Pym 


3-Qun 




2-2586 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-Qun) 


20 


2-2587 


4-F-Ph 


2-MeNH-4-Pym 


3 -ABO 




2-2588 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-ABO 




2-2589 


4-F-Ph 


2-McNH-4-Pym 


3-(2,3-deH-ABO) 




2-2590 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-(2.3-deH-ABO) 


! 2-2591 


4-F-Ph 


2-MeNH-4-Pym 


3-ABN 




2-2592 


4-F-Ph 


2-MeNH-4-P>in 


9-Me-3-ABN 


30 


2-2593 


4-F-Ph 


2-MeNH-4-P>in 


3-(2,3-deH-ABN) 




2-2594 


4-F-Ph 


2-McNH-4-Pym 


9-Me-3-(2,3-deH-ABN) 




2-2595 


4-F-Ph 


2-BnNH-4-Pyr 


4-Pip 


35 


2-2596 


4-F-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 




2-2597 


4-F-Ph 


2-BnNH-4-Pym 


4-Pip 




2-2598 


4-F-Ph 


2-BnNH-4-P>™ 


4-(3,4-deH-Pip) 


40 


2-2599 


4-F-Ph 


2-( -Mc-BnNH)-4-Pyr 


4-Pip 




2-2600 


4-F-Ph 


2-( -Me-BnNH )-4-Pyr 


4-(3,4-deH-Pip) 


45 


2-2601 


4-F-Ph 


2-( -Me-BnNH)-4- 
Pym 


4-Pip 




2-2602 


4-F-Ph 


2-( -Me-BnNH )-4- 
Pym 


4-(3,4-deH-Pip) 


SO 


2-2603 


3-Cl-Ph 


2-BnNH-4-Pyr 


4-Pip 




2-2604 


3-Cl-Ph 


2-BnNH-4-P>T 


4-(3,4-deH-Pip) 




2-2605 


3-Cl-Ph 


2-BnNH-4-P\in 


4-Pip 


55 


2-2606 


3-Cl-Ph 


2-BnNH-4-P>in 


4-(3.4-deH-Pip) 
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I 

| Compound 

| No. 






R 5 




! 2-2607 
' 2-2608 


3-Cl-Ph 


2-( -Me-BnNH )-4-Pyr 


4-Pip 




l 


3-CI-Ph 


2-( -Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 


10 


| 2-2609 
i 


3-Ci-Ph 

■ 


2-( -Me-BnNH)-4- 
Pym 


4-Pip 




■ 2-2610 


3-Cl-Ph 


2-( -Me-BnNH)-4- 


4-(3,4-deH-Pip) 


15 


i 




Pym 






; 2-261 1 


3-CF 3 -Ph 


2-BnNH -4-Pyr 


4-Pip 






;>-CF 3 -Ph 


2-BnNH -4-Pyr 


4-(3,4-deH-Pip) 


20 


j 2-2613 


3-CF 3 -Ph 


2-BnNH-4-Pym 


4-Pip 




2-2614 

i 


3-CF 3 -Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 




| 2-2615 


3-CF 3 -Ph 


2-( -Me-BnNHM-Pyr 


4-Pip 


25 


2-2616 


3-CF 3 -Ph 


2-( -Me-BnNH )-4-Pyr 


4-(3,4-deH-Pip) 




2-2617 


3-CF 3 -Ph 


2-( -Me-BnNH )-4- 
Pym 


4-P ip 


30 


2-2618 


3-CF 3 -Ph 


2-( -Me-BnNH )-4- 
Pym 


4-(3,4-deH-Pip) 




2-2619 


4-F-Ph 


4-Pyr 


2-NH 2 -4-Pym 


35 


2-2620 


4-F-Ph 


4-Pyr 


2-MeNH-4-pym 




2-262 1 


4-F-Ph 


4-Pyr 


2-MH 2 -4-Pyr " 




2-2622 


4-F-Ph ^ 


4-Pyr 


2-MeNH-4-pyr 


40 


2-2623 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 C(Me) 2 CH 2 






4-F-Ph 


4-Pyr 


MeNH-CH 2 C(Me) : CH 2 






4-F-Ph 


4-Pyr 


EtNH-CH;C(Me) 2 CH 2 


45 


2-202O 


4-F-Ph 


4-Pyr 


Me 2 N-CH 2 C(Me) 2 CH 2 




— -zOZ / 


4-F-Ph 


4-Pyr 


3-(3,4-deH-Pip) 




2-2628 


4-F-Ph 


4-Pyr 


J -Me- j-( j,4-deH-Pip) 


50 


2-2629 


4-F-Ph 


4-Pyr 


l-Et-4-(3,4-deH-Pip) 




2-2630 


4-F-Ph 


4-Pyr 


l-Pr-4-(3,4-deH-Pip) 




2-2631 


4-F-Ph 


4-Pyr 


1-Pr-4-Pip 


55 


| 4-F-Ph 


4-Pyr 


l-iPr-4-(3,4-deH-Pip) 
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5 


Compound 
No. 


R 1 


rv 


i 

! 

R 3 

i 




2-2633 


4-F-Ph 


4-Pyr j 


l-iPr-4-Pip 




2-2634 


4-F-Ph 


4-Pyr j 


l-Bu-4-(3,4-deH-Pip) 


10 


2-2635 


4-F-Ph 


4-Pyr | l-tBu-4-(3,4-deH-Pip) 




2-2636 


4-F-Ph 


4-Pyr j 


l-Pn-4-(3,4-deH-Pip) j 




2-2637 


4-F-Ph 


4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


15 


2-2638 


4-F-Ph 


4-Pvr ! 


l-Hp-4-(3,4-deH-Pip) | 




2-2639 


4-F-Ph 


4-Pyr 


l-Oc-4-(3.4-deH-Pip) . j 




2-2640 


4-F-Ph 


4-Pyr 


l-Nn-4-(3.4-deH-Pip) . | 


20 


2-2641 


4-F-Ph 


4-Pyr 


l-cPr-4-(3,4-deH-Pip) j 




2-2642 


4-F-Ph 


4-Pyr 


l-cPn-4-(3,4-deH-Pip) j 




2-2643 


4-F-Ph 


4-Pyr j 


l-cHx-4-(3,4-dcH-Pip) 


25 


2-2644 


4-F-Ph 


4-Pyr 


l-Bn-4-(3,4-deH-Pip) 




2-2645 


4-F-Ph 


4-Pyr 


l-Phet-4-(3,4-deH-Pip) 




2-2646 


4-F-Ph 


4-Pyr 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 


30 


2-2647 


4-F-Ph 


4-Pyr 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




2-2648 


4-F-Ph 


4-Pyr 


l-AUyl-4-(3,4-deH-Pip) 




2-2649 


4-F-Ph 


4-Pvr 


l-Propargyl-4-(3,4-deH-Pip) 


35 


2-2650 


4-F-Ph 


4-Pyr 


2,2,6,6-tetraMe-4-(3 ( 4-deH-Pip) 




2-2651 


4-F-Ph 


4-Pyr 


1 ,2.2,6,6-pentaMe-4-(3,4-deH- 
Pip) 


40 


2-2652 


4-F-Ph 


4-Pyr 


1 ,2,2,6,6-pcntaMe-4-Pip 




2-2653 


4-F-Ph 


4-Pyr 


7-(l,2,3,5,6.8a-hexaH-Ind) 




2-2654 


4-F-Ph 


4-Pyr 


7-( 1 ,2,3,5,8,8a-hexaH-Ind) 


45 


2-2655 


4-F-Ph 


4-Pyr 


7-octaH-lnd 




2-2656 


4-F-Ph 


4-Pyr 


8-(l,3,4,6,7,9a-hexaH-2H-Qui) 




2-2657 


4-F-Ph 


4-Pyr 


8-(l,3,4,6,9,9a-hexaH-2H-Qui) 


SO 


2-2658 


4-F-Ph 


4-Pyr 


8-octaH-Qui 




2-2659 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 




2-2660 


4-F-Ph 


4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 


55 


2-2661 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 
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Compounc 
No. 


1 R 


R : 




2-2662 


~-F-Ph 


4-P >T 


1 ,2,2-tnMe-4-(4,5-deH-Pip) 


2-2663 


4-F-Ph 


4-P>T 


2,6-diMe-4-(3,4-deH-Pip) 


2-2664 


4-F-Ph 


4-P >T 


1 .2,6-tnMe-4-(3,4-deH-Pip) 


2-2665 


4-F-Ph 


4-Pyr 


2-Me-4-(3 s 4-deH-Pip) 


2-2666 


-i-F-Ph 


4 - P - vt | 1.2-diMc-4-(3,4-dcH-Pip) 


2-2667 


4-F-Ph 


4-Pyr 


l -Et-2-Mc-4-(3.4-dcH-Pip) 


2-2668 


4-F-Ph 


j 4-P>t 


l-Pr-2-Me-4-(3.4-deH-Pip) 


2-2669 


4-F-Ph 


j 4-P>t 


l-Bu-2-Me-4-(3,4-deH-Pip) 


2-2670 


•i-F-Ph 


4-Pyr 


1 -Phei-2-Me-4-(3,4-deH-Pip) 


2-2671 


4-F-Ph 


4-Pyr 


2-Et-4-(3,4-deH-Pip) 


2-2672 


4-F-Ph 


4-Pyr 


l-Mc-2-Et-4-(3,4-deII-Pip) ~ 


2-2673 


4-F-Ph 


4-Pyr 


1.2-d)Et-4-(3,4-deH-Pip) 


2-2674 


4-F-Ph 


4-Pyr 


l-Pr-2-Et-4-(3.4-deH-Pip) 


2-2675 


4-F-Ph 


4-Pyr 


l-Bu-2-Et-4-(3.4-deH-Pip) 


2-2676 


4-F-Ph 

~ A A 11 


4-Pyr 


l-Phet-2-Et-4-(3,4-deH-Pip) 


2-2677 


4-F-Ph 
^ r ill 


4-Pyr 


2-Pr-4-(3,4-deH-Pip) 


2-2678 


4-F-Ph 


4 " Pyr 1 l-Me-2-Pr-4-(3,4-deH-Pip) 


2-2679 


4-F-Ph 


4-Pyr 


l-Et-2-Pr-4-(3,4-deH-Pip) 


2-2680 


4-F-Ph 
*t i rii 


4-Pyr 


l,2-diPr-4-(3,4-deH-Pip) 


2-2681 


4-F-Ph 


4-Pyr 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 


2-26S2 


4-F-Ph 


4-Pyr 


l-Phet-2-Pr-4-(3,4-deH-Pip) 


2-26S3 


4-F-Ph 


4-Pyr 


2-Bu-4-(3,4-deH-Pip) 


2-2684 


4-F-Ph 


*-Pyr 


1 -Me-2-Bu-4-(3.4-deH-Pip) 


2-2685 


4-F-Ph ( 4-Pyr " "~ 


l-Et-2-Bu-4-(3,4-deH-Pip) 


2-2686 


4-F-Ph ! 4-Pvr ^ 

l - j 


l-Pr-2-Bu-4-(3,4-deH-Pip) 


j 2-2687 


4-F-Ph j 4-Pyr 


,2-diBu-4-(3,4-deH-Pip) 


! 2-2688 
! 2-2689 


4 h-Ph | 4-Pyr | l-Phet-2-Bu-4-(3,4-deH-Pip) 




t-F-Ph j 4-Pyr | 2-Ally]-4-(3,4-deH-Pip) 


2-2690 


* F Ph i 4 " Pyr | »-Me-2-Allyl-4-(3,4-deH-Pip) _ 


2-2691 i 


' F " Ph | | I-Et-2-Allyl-4-(3,4-deH-Pip) 
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5 


Compound 

XT—. 

No. 


R' 


R 2 


R 3 




7 7^iQ7 


A*P-Ph 


*+-r yr 


l-Pr-^AIlvlXfl A-HeH-PinV 










1 -Ru-7-AllvUA-n A-deH-Pin\ 
t Du~i*/\ii j 1-*+-^ j ? *r-*Jvii. r ip / 


10 


"> 7AQA 


*+- r -r ii 


A-Pvr 


l-Phet-2- A.llvl-4-H 4-deH-Pin^ 




7 *>AQ^ 


J. F-Ph 
*+- r -r n 


A-PvT 

*f-r yr 


7-Rn-4-n 4-HeH-Pin^ 




— - — O V O 




A-Pvr 
*+ r yi 


l -\1p-7-Rn-4-n A-rieH-Pir^ 


75 


_-_0.' / 


4-r-rn 


A Pvrr 


i - ci-i-Dn , -n*^j.*T-ULn-r ip y 




*"> lAOv 


A F Ph 


A P\rr 


1 Pr 7 Rn_A A A*>U Pin\ 




"> ">^OQ 

•» - — O 7 7 


1 p Ph 


f-ryi 


1 Rn 7 Rn A A H^W Pir\\ 


20 


J-~ J. f \)\J 


A P Ph 


A Pvr 

*+-r yr 


1 .Phpt 7 "Rn A ("I A ApAA PinV 

i ~r iici-z-on- i f-^ j,^-ucn -r ip ) 




*> 7 n i 


4 F-Ph 
*+ - r - rii 


A-Pvrr 

*+-r yr 


^-Ph^t-A CK A Hf»T4-Ptnt 




_ - — / u_ 


J P Ph 


*r-ryr 




25 


") ~>7f>^ 


4 P Ph 

■4- r -r n 


A D\rr 


1 Pt 7 pkat A /"^ A HpU Pin^ 






A P Ph 

1 -i n 


A Pvn- 

*f-Jryr 


1 p r 1 pWi^t A Cl A HoM Pir^^ 

] -x r-^-r nei-H-^ j>,«4-acrl-r ip ) 




J.-1 /Uj 


i p pu 


A P\rr 


1 Rli 7 pkpt A ("l A AcAA P«n\ 


30 


/UO 


1 p pu 

4-r-rn 


A P\/r 

H-r yr 


1 7-/-liPh*»t A A HpW P^r»^ 






a P Ph 


A P\/r 


n Vyl^-A /A < r-i p m \ 






J P Ph 


A Pvrr 


1 7 A /A <\ rl^'U X>\n\ 

i ,^-aiivie-' i +-v'+,3-oeri-r ipj 


35 


0 7*7AQ 


A P Ph 


A P\rr 


1 Pt 0 \/o /l / /I C J 0 U Pirx\ 

1 -xli-to-Me-4-(4,3-0erl-r lp) 




7 ">"7 1 A 

JL'J-i 1 U 


A P Ph 

4- r -rn 


A "D-vrr 

- 


1 P»- -) \A/* A (A C -J p4r%\ I 

1 -rr-z-IVie-4-(4,Z>-aerl-rlpj j 




2-2711 


4-F-Ph 


4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 


40 


2-2712 


4-F-Ph 


1 4 -Ry 


1 -Phet-2-Me-4-(4,5-dcH-Pip) 




2-2713 


4-F-Ph 


4-Pyr 


2-Et-4-(4,5-deH-Pip) 




2-2714 


4-F-Ph 


4-Pyr 


l-Me-2-Et-4-(4,5-dcH-Pip) ■ - • 


45 


2-2715 


4-F-Ph 


4-PyT 


l,2-diEt-4-(4,5-deH-Pip) 






A-F-Ph 


A-Pvr 
*r r yi 


1 -Pr 7-Pt A I A S-r4#»H Ptn\ 




2-2717 


4-F-Ph 


4-Pvr 


l-Bu-2-Et-4-f4 5-deH-Pm> 


50 


2-2718 


4-F-Ph 


4-Pyr 


1 -Phet-2-Et-4-(4,5-deH-Pip) 




2-2719 


4-F-Ph 


4-Pyr 


2-Pr-4-(4,5-deH-Pip) 




2-2720 


4-F-Ph 


4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


55 


2-2721 


4-F-Ph 


4-Pyr' 


1 -Et-2-Pr-4-(4,5-deH-Pip) 
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5 


i 

j Compound 

j No. 


R' 


R 2 


R 3 




1 Z-Z tZZ 

1 


4-F-Ph 


4-P>T 


1 ,2-diPr-4-(4,5-deH-Pip) 




Z-Z !1S 

i 


4-F-Ph 


4-Pyr 


1 -Bu-2-Pr-4-(4,5-deH-Pip) 


10 


. 1 IT) -1 
j 1-1 i 1h 


4-F-Ph 


4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 






4-F-Ph 


4-Pyr 


2-Bu-4-(4,5-deH-Pip) 




; /2t> 


4-r-Ph 


4-Pyr 


1 -Me-2-Bu-4-(4.5-deH-Pip) 


IS 


j Z--£ i • 1 / 


4-F-Ph 


4-Pyr 


l-Et-2-Bu-4-(4,5-deH-Pip) 




| 1-1/1$ 

! 


4-F-Ph 


4-Pyr 


l-Pr-2-Bu-4-(4,5-deH-Pip) 




| --^ /_v 


4-F-Ph 


4-Pyr 


1 ,2-diBu-4-(4,5-deH-Pip) 


20 


Z-Zl 


4-F-Ph 


4-Pyr 


l-Phet-2-Bu-4-(4,5-deH-Pip) 




2-2731 


4-F-Ph 


4-Pvr 


2-AIiyl-4-(4,5-deH-Pip) 




2-2732 


4-F-Ph 


4-Pvr 


1 -Me-2-AllyI-4-(4,5-deH-Pip) 


2S 

- 


2-2733 


4-F-Ph 


4-Pvr 


1 -tt-2-Allyl-4-(4,5-deH-Pip) 




2-2734 


4-F-Ph 


4-Pvr 


1 I")— All I A A~ M | _ _ . 

1 -Pr-2-Allyl-4-(4,5-deH-Pip) 


30 ~ 

- 


2-2735 


4-F-Ph 


4-Pvr 


1 T3 » » **> All 1 >4 / a r i t r — - . . 

1 -Bu-2-Allyl-4-(4,5-deH-Pip) 


2-z /36 


4-F-Ph 


4-Pyr 


1 -Phet-2-AllyI-4-(4,5-deH-Pip) 




Z-Z 151 

I 


4-F-Ph 


4-Pyr 


2-Bn-4-(4,S-deH-Pip) 


35 


1-1 1 5 s j 


4-F-Ph 


4-Pyr 


1 -Me-2-Bn-4-(4,5-deH-Pip) 


i-i /jy ■ 
i 


4-F-Ph 


4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 




2-2 /4U j 


4-F-Ph 


4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 


40 


2-2/41 | 


4-F-Ph 


4-Pyr 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 


Z-Z/hZ j 


4-r-Ph 


4-Pyr 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 




2-2 /43 


4-F-Ph 


4-Pyr 


2-Phet-4-(4,5-deH-Pip) 


45 


2-2 /44 


4-h-Ph 


4-Pyr 


1 -Me-2-Phet-4-(4,5-deH-Pip) 


Z-2 /«o 


4-h-Ph 


4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




Z~Z /40 


4-F-Ph 


4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




2-2747 


4-F-Ph 


4-Pyr | 


1 -Bu-2-Phet-4-(4,5-deH-Pip) 


SO 


2-2748 


4-F-Ph ! 

i 


4-Pyr j 


l,2-diPhet-4-(4,5-dcH-Pip) ; 




2-2749 


4-F-Ph j 


2-NH : -4-Pym j 


H 2 N-CH 2 C(Me) : CH 2 




2-2750 


4-F-Ph 


2-NH 2 -4-Pym j MeNH-CH 2 C(Me) 2 CH 2 


ss 


2-2751 


4-F-Ph 


2-NH 2 -4-Pym j EtNH-CH 2 C(Me) 2 CH 2 
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2-2752 


4-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH : C(MehCH2 




2-2753 


4-F-Ph 


2-NH 2 -4-Pym 


3-(3,4-deH-Pip) 


10 


2-2754 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-(3,4-deH-Pip) 




2-2755 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-(3,4-deH-Pip) 




2-2756 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-(3,4-deH-Pip) 


15 


2-2757 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-Pip 




2-2758 


4-F-Ph 


2-NH 2 -4-Pym 


l-iPr-4-(3,4-deH-Pip) 




2-2759 


4-F-Ph 


2-NH 2 -4-Pym 


l -iPr-4-Pip 


20 


2-2760 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-4-(3,4-deH-Pip) 




2-2761 

• * 


4-F-Ph 




2-NH 2 -4-Pym 


l-tBu-4-(3,4-deH-Pip) 




2-2762 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pn-4-(3,4-deH-Pip) 


25 


2-2763 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hx-4-(3,4-dcH-Pip) 




2-2764 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hp-4-(3,4-deH-Pip) 




2-2765 


4-F-Ph 


2-NH 2 -4-Pym 


l-Oc-4-(3,4-deH-Pip) 


30 


2-2766 


4-F-Ph 


2-NH 2 -4-Pym 


l-Nn-4-(3,4-deH-Pip) 




2-2767 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPr-4-(3,4-deH-Pip) 




2-2768 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPn-4-(3,4-deH-Pip) 


35 


2-2769 


4-F-Ph 


2-NH>-4-Pym 


l-cHx-4-(3,4-deH-Pip) 




2-2770 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-4-(3,4-deH-Pip) 




2-2771 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-4-(3,4-deH-Pip) 


40 


2-2772 


4-F-Ph 


2-NH 2 -4-Pym 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 




2-2773 


4-F-Ph 


2-NH 2 -4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




2-2774 


4-F-Ph 


2-NH 2 -4-Pym 


l-Allyl-4-(3,4-deH-Pip) 


45 


2-2775 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Propargyl-4-(3,4-deH-Pip) 




2-2776 


4-F-Ph 


2-NH 2 -4-Pym 


2.2,6,6-tetraMe-4-(3,4-deH-Pip). 


50 


2-2777 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 




2-2778 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2,2,6,6-pentaMe-4-Pip 




2-2779 


4-F-Ph 


2-NH 2 -4-Pym 


7-( 1 ,2,3,5,6,8a-hexaH-Ind) 


55 


2-2780 


4-F-Ph 


2-NH 2 -4-Pym 


7-(l,2,3,5,8,8a-hexaH-lnd) 
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: 2-2781 
I 




4-F-Ph 


2-NH 2 -4-Pym 


7-octaH-Ind 




; 2-2782 
1 




4-F-Ph 


2-NH : -4-Pym 


8-( 1 ,3 A6,7,9a-hexaH-2H-Qui) 


10 


1 2-2783 




4-F-Ph 


2-NH : -4-Pym 


8-(l ,3,4 ) 6,9,9a-hexaH-2H-Qui) 




i 2-27S4 




4-F-Ph 


2-NH;-4-Pvni 


8-octaH-Qui 




' 2-2785 

! 


i 


4-F-Ph 


2-NH,-4-Pym 


2,2-diMe-4-(3,4-deH-Pip) 


15 


j 2-2786 




4-F-Ph 


2-NH,-4-Pym 


!,2,2-triMe-4-(3,4-deH-Pip) 




| 2-27S7 

i 


i 
i 


4-F-Ph 


2-NH 2 -4-Pym 


2,2-diMe-4-(4,5-deH-Pip) 




j 2-278* 


i 


4-F-Ph 


2-NH,-4-Pym 


l,2,2-triMe-4-(4,5-deH-Pip) 


20 


2-2789 


! 4-F-Ph 


2-NH 2 -4-Pvto 


2,6-diMe-4-(3,4-deH-Pip) 




2-2790 


i 

i 


4-F-Ph 


2-NH r 4-Pym 


1 ,2,6-triMe-4-(3,4-deH-Pip) 




2-2791 




4-F-Ph 


2-NH : -4-Pvin 


2-Me-4-(3,4-deH-Pip) 


25 


2-2792 


! 


4-F-Ph 


2-NH:-4-P>-m 


K2-diMe-4-(3,4-deH-Pip) 


- 


2-2793 


i 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Me-4-(3 ,4-deH-Pip) 




2-2794 


i 

! 


4-F-Ph 


2-NH;-4-P>T71 


1 -Pr-2-Me-4-(3 ,4-deH-Pip) 


30 


2-2795 


i 4-F-Ph 

i 


2-NH : -4-Pym 


1 -Bu-2-Me-4-(3,4-deH-Pip) 




2-2796 


' 4-F-Ph 


2-NH 2 -4-Pym 


1 -Phct-2-Me-4-(3 ,4-deH-Pip) 




2-2797 


4-F-Ph 

i 


2-NH;-4-P\ TO 


2-Et-4-(3,4-deH-Pip) 


35 


2-2798 


1 4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Et-4-(3,4-deH-Pip) 




2-2799 


; 4-F-Ph 


2-NH 2 -4-Pym 


l,2-diEt-4-(3,4-deH-Pip) 




2-2800 


1 4-F-Ph 


^-j\n 2 >Tn 


l-Pr-2-Et-4-(3,4-deH-Pip) 


40 


2-2801 


j 4-F-Ph 


*. - in n 2 y ym 


1 -Bu-2-Et-4-(3,4-deH-Pip) 




2-2802 


i 4-F-Ph 


— 1** ll^~**t- 1 \ \\\ 


1 -Phet-2-Et-4-(3,4-deH-Pip) 




2-2803 


1 4-F-Ph 


— I > I H-r \ III 


2-Pr-4-(3,4-deH-Pip) 


45 


2-2804 


! 4-F-Ph 

j 


2-\ T Hi-4-Pvm r 
*• ->ri2 *+ -r \ ill 


1 -Me-2-Pr-4-(3,4-deH-Pip) 




2-2805 


1 4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Pr-4-(3,4-deH-Pip) 


50 


2-2806 


i 4-F-Ph 


t *^n2 *r-jrym 


1 ,2-diPr-4-(3,4-deH-Pip) 




2-2807 


4-F-Ph 


2-NH 2 -4-Pyrn 


1 -Bu-2-Pr-4-(3 ,4-deH-Pip) 




2-2808 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Pr-4-(3 ,4-deH-Pip) 


55 


2-2809 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bu-4-(3,4-deH-Pip) 1 




2-2810 


4-F-Ph 


2-NH 2 -4-Pym 



1 -Me-2-Bu-4-(3,4-deH-Pip) 
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Compound 

No. 


R 1 


R 2 


R 3 




2-2811 


4-F-Ph 


2-NH>-4-Pyni 


l-Et-2-Bu-4-(3 ,4-deH-Pip) 




2-2812 . 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Bu-4-(3 ,4-deH-Pip) 


10 


2-2813 


4-F-Ph 


2-NH 2 -4-Pym 


l,2-diBu-4-(3,4-deH-Pip) 




2-2814 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 




2-2815 


4-F-Ph 


2-NH 2 -4-Pym 


2-Allyl-4-(3,4-deH-Pip) 


15 


2-2816 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Allyl-4-(3,4-deH-Pip) 




2-2817 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Allyl-4-(3,4-deH-Pip) 




2-2818 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 


20 


2-2819 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2- AUyl-4-(3,4-deH-Pip) 




2-2820 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-AHyl-4-(3,4-deH-Pip) 




2-2821 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-(3,4-dcH-Pip) 


25 


2-2822 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Bn-4-(3,4-deH-Pip) 




2-2823 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Bn-4-(3,4-deH-Pip) 




2-2S24 


4-F-Ph 


2-\~H 2 -4-Pym 


l-Pr-2-Bn-4-(3 ,4-deH-Pip) 


30 


2-2825 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Bn-4-(3 ,4-deH-Pip) 




2-2826 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Bn-4-(3,4-deH-Pip) 




2-2827 


4-F-Ph 


2-NH 2 -4-Pym 


2-Phet-4-(3,4-deH-Pip) 


35 


2-2828 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Phet-4-(3 > 4-deH-Pip) 




2-2829 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




2-2830 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Phet-4-(3,4-dcH-Pip) 


40 


2-2831 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Phet-4-(3 ,4-deH-Pip) 




2-2832 


4-F-Ph 


2-NH 2 «4-Pym 


l,2-diPhet-4-(3,4-deH-Pip) 




2-2833 


4-F-Ph 


2-NH 2 -4-Pym 


2-Me-4-(4,5-deH-Pip) 


45 


2-2834 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2-diMe-4-(4,5-deH-Pip) 




2-2835 


4-F-Ph 


2-NTH 2 -4-Pym 


l-Et-2-Me-4-(4,5-deH-Pip) 




2-2836 


4-F-Ph 


2-HH 2 -4-Pym 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


50 


2-2837 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Me-4-(4,5-deH-Pip) 




2-2838 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Me-4-(4,S-deH-Pip) 




2-2839 


4-F-Ph 


2-NH 2 -4-Pym 


2-Et-4-(4,5-deH-Pip) 


55 


2-2840 


4-F-Ph . 


2-NH 2 -4-Pym 


1 -Me-2-Et-4-(4,5-deH-Pip) 
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2-2841 


4-F-Ph 




1 .2-diEt-4-(4,5-deH-Pip) 




2-2842 


4-F-Ph 


I -i-f\rl2-4-r ym 


1 -Pr-2-Et-4-(4,5-deH-Pip) 


10 


2-2843 


4-F-Ph 


z-NM2-4-rym 


1 -Bu-2-Et-4-(4,5-deH-Pip) 




2-2S44 


4-F-Ph 


O xru /i n. _ 
-i-NH2-4-Pym 


1 -Phei-2-Et-4-(4,5-deH-Pi p ) 




2-2845 


4-F-Ph 




2-Pr-4-(4.5-deH-Pip) 


15 


! 2-2846 


4-F-Ph 


~) XTTJ /I D, 

--iNM2-4-pym 


1 -Me-2-Pr-4-{4.5-deH-Pip) 




i 2-2847 


4-F-Ph 


-i-NM2-4-ryni 


l-Et-2-Pr-4-(4,5-deH-Pip) 




! 2-2848 


4-F-Ph 

~ 1 All 


-i-Nli2-4-Pym 


l,2-diPr-4-(4,5-deH-Pip) 


20 


i 2-2849 


4-F-Ph 


i 0 xru /i r>. ^ 
^-fNri2-4-rym 


1 -Bu-2-Pr-4-(4,5-deH-Pip) 




i 2-2850 


4-F-Ph 


-i-iNri2-4-rym 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 




| 2-2851 


4-F-Ph 


z-NH2-4-Pym 


2-Bu-4-(4,5-dcH-Pip) 


2$ 


j 2-2852 


4-F-Ph 


^-NH:-4-Pym 


1 -Me-2-Bu-4-(4.5-deH-Pip) 




2-2853 


4-F-Ph 


-i-NH;-4-Pym 


1 -Et-2-Bu-4-(4,5-deH-Pip) 




2-2854 


4-F-Ph 


-i-NH2-4-Pym 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 


30 


2-2855 


4-F-Ph 


*> MT_J 4 r» 

-i-NH2-4-Pym 


1 .2-diBu-4-(4,5-deH-Pip) 




2-2856 


4-F-Ph 
~ i iii 


2-NH 2 -4-Pvm 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 




2-2857 


4-F-Ph 

~ A A 11 


0 XTU /in 

J-NH2-4-Pym 


2-Allyl-4-(4.5-deH-Pip) 1 




2-2858 


4-F-Ph 


-:-lNll2-4-Pym 


1 -Me-2-AIIyl-4-(4.5-deH-Pip) 




2-2859 


4-F-Ph 


O XTTJ /i Ti. 

J-NH2-4-Pym 


1 -Et-2-Allyl-4-(4,5-deH-Pip) 




2-2860 


4-F-Ph ' 




1 -Pr-2-AIIyl-4-(4.5-deH-Pip) 


40 


2-2861 


4-F-Ph ' 


2-NH 2 -4-Pym 


* — *^ u y* ->-aeri -rip j 




2-2862 


4-F-Ph 


2-NH : -4-Pvm 


1 -Phet-'?- A11vl-d (A ^ a**vi d;«\ 




2-2863 


4-F-Ph ^ 


2-NH 2 -4-Pym 


2-Bn-4-M. S-H#»H PirA 


45 


2-2864 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Bn-4-M S-ii*»H Pit%\ 




2-2865 


4-F-Ph 


2-NH : -4-Pym 






2-2866 


4-F-Ph 


2-NH : -4-Pym 


l-Pr-2-Bn-4-C4 S-deH-Pin^ 


SO 


2-2867 


4-F-Ph 


2-NH : -4-Pym 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 




2-2868 


4-F-Ph 


2-NH2-4-Pym 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 




2-2869 


4-F-Ph 


2-NH2-4-Pym 


2-Phet-4-(4,5-deH-Pip) 


55 


2-2870 


*-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Phet-4-(4,5-deH-Pip) 
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No. 


R ! 




R 3 




7 7R71 


A F-Ph 




1 -Ft-7_Phet-4-f4 5-deH-Pir0 




7 7R77 
Z-Zo /Z 


A F Ph 


7 MFU 4-Pvm 
Z-1NII2 ^ * j III 


1 -Pr-7 Phpf.4-/4 S-HpH-Pin^ 


10 


7 7£71 


» i -III 


7 .MU ~_ A _ P vm 


1 _Rn-7_Phpt-4-<'4 S-HpH-Pin'l 




0 7R74 


A P pVi 


z-in ri2 *♦ * ym 


1 7-HiPhpi-4-f f 4 S-rfpH-Pin^ 
1 ,Z>-Lllr I1CI *M-^H,j*UCfi r ip^ 




7 7R7^ 


A-F-Ph 




n 2 1^" ^ ri.2 v_ ^ ivi c /2*-' ** 2 


75 


7 7C7£ 

Z-Zo / u 


4.F-Ph 


7-MpMT4-4-Pvm 
z-ivici> n -*+ * yin 


M pNTH -PH P T M p^ ^ P T-I ^ 
ivi c i > n - \w n. 2 v ^ ^ )2^**2 




7 7B77 
Z-Zo ' / 


A F Ph 


7 NA^KTT-T A-Pvm 

z-jvieiN n-*+ , -r ym 


Ft"NTM PT4^Pr\X^^PW^ 




7 7R7S 
Z-Zo / O 


A p Ph 


z - jvj c in n - r ym 


I VI c 2 1> - v^ il ? v. V 1 v ^ ^ /2*—Ji2 


20 


7 7C7G 


A F Ph 


7 K/f*>KTT-I 4 P\rm 

z - ivi e in ri -h -r yrn 








A P Ph 


7 \/fpMFT 4 Pvrm 

z -ivi gin ri - h - r ym 






7 7CC 1 


A P Ph 

4-r -rn 


z - ivieiN it. - r ym 


1 Ft A A W*»]4 Pir\\ 


25 


7 7S£7 
Z-ZoSZ 


A P Ph 


7 MpMP 4 Pvrm 

z-jviciN n— +-r ym 






i-iOOJ 


A P Ph 


7 Tvyfr»XrW-A_Pvrm 

z - jvi e in ri -*f- r ym 


1 _Pr_A Pit-* 
J ri *r*r ip 




7 7CSA 
Z*ioo4 


A F Ph 


7 K/f/»NTW 4 P\/m 

z - ivi e in ri - - r ym 


1 iPr A /7 A H^14 PJrv\ 


30 


7 TCCs 


A P Ph 




1 iPr A Pit-v 

1 -Ir i-H-r ip 




Z-ZooO 


4-r-rn 


0 KAHILI A Dii-ni 

z -JvieiN ri —4 -r ym 


i -ou-4-(A,4-aeri-r J ip) 




7 7957 
Z-Zoo / 


A P Ph 


z -jvi e in ri -4 - r ym 


l -iDU-4-(->,4-aerl-r lp ) 


35 


2-2888 


4-F-Ph 


2-McNH-4-Pym 


l-Pn-4-(3,4-deH-Pip) 




2-2889 


4-F-Ph 


2-MeNH-4-Pym 


l-Hx-4-(3,4-deH-Pip) 




2-2890 


4-F-Ph 


2-MeNH-4-Pym 


l-Hp-4-(3,4-deH-Pip) 


40 


2-2891 


4-F-Ph 


2-MeNH-4-Pym 


l-Oc^S^-deH-Pip) 




2-2892 


4-F-Ph 


2-MeNH-4-Pym 


l-Nn-4-(3,4-deH.Pip) 






A p.Ph 

*r r iii 


7 Mr>XTT-T 4 Pvrm 


1 /»Pr A (~K A Ar>\l Pirx\ 


45 


7.7RQ4 


4-F-Ph 


? - M pT\TH -4- P vm 


1 rPn.i.H 4 HpFI Pir*^ 

j -cr n**+-^-> ,*+-ocn-r lp j 






4-F-Ph 
*r-r -iii 




1 <-T4v 4 4 HpH Pir^^ 

i -cnx-^- v z>,*+*ucri-nip ) 




7-2896 


4-F-Ph 


7 - M etsTH -4- P vm 


1 -Rn-4-H 4-HpH-Pin^ 


SO 


2-2897 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-4-(3,4-deH-Pip) 




2-2898 


4-F-Ph 


2-MeNH-4-Pym 


l-(3-Ph-Pr)-4-(3,4-deH-Pip) 




2-2899 


4-F-Ph 


2-MeNH-4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


55 


2-2900 


4-F-Ph 


2-MeNH-4-Pym 


l-Allyl-4-(3,4-deH-Pip) 
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Compounc 

No. 


R 1 


R 2 


R 3 


2-2901 


** r-rn 


2-MeNH-4-Pym 


1 -Propargy1-4-(3,4-deH-Pip) 


— - — 7Ui 




2-MeNH-4-Pym 


2,2,6,6-tetraMe-4-(3,4-deH-Pip) 


2-2903 


4-F-Pri 


2-MeNH-4-Pym 


1 ,2,2 ? 6 ? 6-pentaMe-4-(3,4-deH- 
Pip) 


2-2904 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2,2,6 ? 6-pentaMe-4-Pip 


2-2905 


4-F-Ph 


2-MeNH-4-P>m 


7-(K2,3,5,6,8a-hexaH-Ind) 


— — 


4-r-rM 


2-MeNH-4-Pym 


7-<1.2,3,5 f S.8a-hexaH-Ind) 


2-2907 


4-F-Ph 


2-MeNTH-4-Pym 


7-octaH-Ind 


2-2908 


-+-r -.rn 


2-MeNH-4-P_ym 


8-( 1 ,3,4,6,7,9a-hexaH-2H-Qui) 


2-2909 


4-F-Ph 


^ \ A vm a ~r\ 

2-MeNH-4-Pyrn 


S-( 1 ,3,4,6,9,9a-hexaH-2H-Qui) 


2-2910 


4 F Pl-» 


2-MeN T H-4-Pym 


8-octaH-Qui 


2-2911 


4-F-Ph 

"T~i -r il 


2-MeNH-4-Pym 


2,2-diMe-4-(3,4-deH-Pip) 


2-2912 


4-F-Ph 


2-MeNH-4-Pvm 


i ,2 ? 2-tnMe-4-(3,4-deH-Pip) 


2-2913 


4-F-Ph 


2-MeNH-4-P\7n 


2.2-diMe-4-(4,5-deH-Pip) 


2-2914 


4-F-Ph 


T 1 / V TT T A 

2-MeNH-4-P>7Ti 


1 ,2,2-tnMe-4-(4,5-deH-Pip) 


2-2915 


4-F PVi 


2-MeNH-4-Pym 


2,6-diMe-4-(3,4-deH-Pip) 


2-2916 


4-F-Ph 


2-MeNTH-4-Pym 


1 .2,6-tnMe-4-(3,4-deH-Pip) 


2-2917 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-(3,4-deH-Pip) 




2-2918 


4-F-Ph * 


2-MeNH-4-Pym 


l,2-diMe-4-(3,4-deH-Pip) 




2-2919 


4-F-Ph 
' * i ii 


2-MeNH-4-Pym 


l-Et-2-Me-4-(3,4-deH-Pip) 




2-2920 


4-F-Ph 

T I 1 11 


2-MeNH-4-Pym , 


i-Pr-2-Me-4-(3.4-deH-Pip) 




2-2921 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Me-4-(3,4-deH-Pip) 


I 

i 


2-2922 


4-F-Ph 
~ i i ii 


2-MeNH-4-P\TTi 


1 -Phei-2-Me-4-(3,4-deH-Pip) 


} 

I 


2-2923 


4-F-Ph 


1 \ A ~x n T 4 T\ 

2-MeNH-4-P\Tn 


2-Et-4-(3,4-deH-Pip) 




2-2924 


4-F-Ph 


2-MeNH-4-Pyrn 


I-Me-2-Et-4-(3,4-deH-Pip) 




2-2925 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diEt-4-f 3 4-H<*H.p;«\ 




2-2926 


*-F-Ph 


2-MeNH-4-P>Tn 


l-Pr-2-Et-4-(3,4-deH-Pip) 




2-2927 i 


*-F-Ph ; 


2-MeNH-4-Pym 


1 -Bu-2-Et-4-(3,4-deH-Pip) 




l-F-Ph : 


>-MeNH-4-Pym 


I -Phet-2-Et-4-(3,4-deH-Pip) 


i 2-2929 < 

I 


t-F-Ph ; 


>-MeNH-4-Pym : 


»-Pr-4-(3,4-deH-Pip) 



1A2J. 
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c 


Compound 

No. 


R 1 




R 3 




2-2930 


4-F-Ph 


2-MeKH-4-Pym 


l-Me-^-Pr-4-n 4-deH-Pin^ 

1 * Y 1* *m 1 1 t yJ,*t*UCI 11 1U J 




2-2931 


4-F-Ph 


2-MeNH-4-Pvm 

+m * T * V" X ^ A A » M. Till 


l-Et-^-Pr-4-n 4-deH-Pin} 


7 U 


2-2932 


4-F-Ph 


2-MeNH-4-Pym 


1 2-diPr-4-C3 4-deH-PiD^ 




2-2933 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Pr-4-C3 4-deH-Pin^ 

I UU X. 1 1 *T ^ J,"T*UHl I 11*/ 




2-2934 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-' ) -Pr-4-n 4-deH-Pin^ 

1 1 lid mm I | *t ^ J ,*T Uvl J-f I U 1 


1 r 


2-2935 


4-F-Ph 


2-MeNH-4-Pvm 

— ~ 1 Till 






2-2936 


4-F-Ph 


^-MeNH-4-Pvm 

mm I'lWl'll ~ 1 Jill 






2-2937 


4-F-Ph 


2-MeNH-4-Pvm 




20 


2-2938 


4-F-Ph 


2-MeNH-4-PvTn 

til k>i 11 1 i 1 Till 


1 -Pr-~>-Rii-4-<"* 4-HpT4 PirO 




2-2939 


4-F-Ph 


2-MeNH-4-Pvm 

^ 1T1 VI " 1 1 ^» A Till 






2-2940 


4-F-Ph 


2-McKH-4-Pvm 


I -PhfM-?-Rn-4-f ^ «l.d<~W-Pir^ 


25 


2-2941 


4-F-Ph 


^-MeVH-4-Pvm 


— /VIIv j ,*T-QCJi-j ip ) 




2-2942 


4-F-Ph 


2-Me\ r H-4-Pvm 


1 -MfO-Allvl-d-f* J.-H^T-1-Pin^ 
i -ivic-x-/\iiy i-*t-^j ,*T-vJtii-i lp ^ 




2-2943 


4-F-Ph 


^-MeNH-4-Pvm 


i -JCi--i-/\iiyi-*r-^ j,**-acrl-Jrlpj 


30 


2-2944 


4-F-Ph 




1 -Pr-O.Allvl 4 H A i-t^t-i p;„\ 




2-2945 


4-F-Ph 


">-M eTsTH-4-Pvm 


l-Rn ? Allv/I 4 /I A_r1#»I4 Pi«\ 
t -DU-Z-/\iiyi-*T-Vv j^QCrl-r \p) 




2-2946 


4-F-Ph 


*. 1>1C1 ill *T 1 Jill 




35 


2-2947 


4-F-Ph 


^-MeNH-4-Pvm 


?-Rn A CK A \>'\r*\ 
< i-Dii-*T-yj > £ T-aeri-r^ip J 




2-2948 


4-F-Ph 


^-MeNH-4-Pvm 
••— i>itiin -t-r^fiii 


l -ivie-z-Dn-'H-^ j ,-f-Gcrl-r ip ; 




2-2949 


4-F-Ph 


^-MeNH-4-Pvm 

— ITlWIit 1 l 1 Till 




40 


2-2950 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Bn-4-(3,4-dcH-Pip) 




2-2951 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 




2-2952 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 


45 


2-2953 


4-F-Ph 


2-MeNH-4-Pym 


2-Phet-4-(3.4-deH-Pip) 




2-2954 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 




2-2955 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Phet-4-(3 ; 4-deH-Pip) 


50 


2-2956 


4-F-Ph 


2-McNH-4-Pym 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 




2-2957 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Phet-4-(3 ,4-deH-Pip) 




2-2958 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diPhet-4-(3,4-deH-Pip) 


55 


2-2959 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-(4,5-deH-Pip) 
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c 


Compound i 

No. j 


R 2 


1 

! i 
1 R 3 i 

i 






i 4-F-Ph 




2-MeNH-4-Pym 


j 1.2-diMe-4-(4,5-deH-Pip) ! 




2-2961 

1 


| 4-F-Ph 

i 




2-MeNH-4-Pym 


, I 

j l-Et-2-Me-4-(4,5-deH-Pip) 


10 


2-2962 


1 4-F-Ph 




2-MeNH-4-Pym 


! l-Pr-2-Me-4-(4,5-deH-Pip) j 




2-2963 


I 4-F-Ph 


2-MeNH-4-Pym 


j l-Bu-2-Me-4-(4 : 5-deH-Pip) j 




2-2964 


4-F-Ph ~* 


2-MeNH-4-Pym 


J l-Phet-2-Me-4-(4,5-deH-Pip) | 


15 


2-2965 


4-F-Ph 


i 


2-MeNH-4-Pym 


; 2-Et-4-(4.5-deH-Pip) j 




2-2966 


4-F-Ph 


i 

! 


2-MeNH-4-Pym 


j l-Me-2-Et-4-(4,5-deH-Pip) 


1 

! 
1 




2-2967 


4-F-Ph 


! 2-MeNH-4-Pym 


j I,2-diEt-4-(4,5-deH-Pip) 




20 


2-2968 


4-F-Ph 


i 


2-MeNH-4-Pym 


j l-Pr-2-Et-4-(4,5-deH-Pip) 






2-2969 


4-F-Ph 


i 

i 


2-MeNH-4-Pym 


j l-Bu-2-Et-4-(4 ? 5-deH-Pip) 


j 




| 2-2970 


4-F-Ph 


I 


2-MeNH-4-Pym 


j l-Phct-2-Et-4-(4,5-deH-Pip) 




25 


: 2-2971 


4-F-Ph 


! 2-MeNH-4-Pym 


j 2-Pr-4-(4 ? 5-deH-Pip) 

J — — 






; 2-2972 


4-F-Ph 


: 2-MeNH-4-Pym 


j l-Me-2-Pr-4-(4,5-deH-Pip) 






2-2973 


4-F-Ph 


! 2-MeNH-4-Pym 


j l-Et-2-Pr-4-(4,5-deH-Pip) 






2-2974 


4-F-Ph 


j 2-MeNH-4-Pyrn 


j 1.2-diPr-4-(4,5-deH-Pip) 




1 


2-2975 


4-F-Ph 


2-MeNH-4-pym 


1 -Bu-2-Pr-4-(4,5-dcH-Pip) 






2-2976 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phei-2-Pr-4-(4,5-deH-Pip) 




Jo 


2-2977 


4-F-Ph 


2-MeNH-4-pym 


2-Bu-4-(4,5-deH-Pip) 






2-2978 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Bu-4-(4,5-deH-Pip) 






2-2979 


4-F-Ph 


2 


-MeNH-4-Pym 


1 -Et-2-Bu-4-(4,5-deH-Pip) 




40 


2-2980 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bu-4-(4,5-dcH-Pip) ~~ 






2-2981 


4-F-Ph 


2 


-MeNH-4-Pym 


1 .2-diBu-4-(4.5-deH-Pip) 






2-2982 


4-F-Ph 


2 


-MeNH-4-Pym 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 






2-2983 


4-F-Ph 


2 


-MeNH-4-Pym 


2-AUyl-4-(4,5-deH-Pip) 






2-2984 


4-F-Ph 


2 


-MeNH-4-Pym 


1 -Me-2-AHyI-4-(4,5-deH-Pip) 






2-2985 


4^Ph 


2-MeNH-4-Pym 


1 -Et-2-Allyl-4-{4,5-deH-Pip) 




SO 


2-2986 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Allyl-4-(4,5-deH.Pip) 






2-2987 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Allyl-4-(4,5-deH-Pip) 






2-2988 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-AUyl-4-(4,5-deH-Pip) 




55 - 


>-2989 


4-F-Ph 


2-MeNH-4-Pym 


2-Bn-4-(4,5-deH-Pip) 
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5 


Compound 
No. 


R' 


R 2 


! 

1 R 








A P PV> 

4-r -in 


7 \/tdKTT-I A Dim 

^-iviejNn-4-ryrn 


; 1 -lvle-Z-Dn-4-( k 4,0-Qeri-rlp / 




2-2991 


4-F-Ph 


2-MeNH-4-Pym 


! l-Et-2-Bn-4-(4,5-deH-Pip) 


10 


2-2992 


4-F-Ph 


2-MeNH-4-Pym 


J l-Pr-2-Bn-4-(4,5-deH-Pip) 




2-2993 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 




2-2994 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Bn-4-(4.5-deH-Pip) 


15 


2-2995 


4-F-Ph 


2-MeNH-4-Pym 


2-Phct-4-(4.5-deH-Pip) 




7 OOOA 
z-ZVVO 


A P Dk 

4-r-rD 


z 7 : vi e N ri -4 - r ym 


i -Me-z-r riet-4-(4, j-aeri-r ipj 




0 TOO"' 


-1 IT DU 

4-r-rrl 


2-\4cNH-4-ryrn 


I -fct-2-rnet-4-(4,7-dCH-rlp) 


20 


1 7QQC 


A P Ph 

4-r *rfl 


A - y\ e N n -4- r ym 


i -rr-2-rnet-4-(4,z>-aerl-r ip) 




0 OOQQ 
A- Ay 7 7 


4-r-rll 


Z-MeNri-4-rym 


i -DU-2-rnet-4-(4,!)-aeri-Pip) 




7 i nr»n 


^1 P Ph 

4-r-rD 


z-MeNn-4-rym 


1 ,2-uir net74-(4,!)-aerl-r ip) 


25 


Z-3UU J 


/I P PV» 

4-r-rrl 


2-iNri2-4-ryr 


VI M r**1A i^/\A^\ /^u 

n2N-Cri2.vvMe)2^H2 




2-3002 


A IT DU 

4-r-rh 


2-I\n2-4-Pyr 


MeNH-CH2C(Me)2CH2 




7 1AA1 


A P DU 

4-r-rn 


2-rsrl2-4-ryr 


btNH-LH2C(Me)2Cri2 


30 


7 irk c\ a 


4T*rn 


2-Nri2-4-ryr 


Me2N-LH2C(lv1e)2CH2 




0 7APK 


,4 P PV» 

4-r-rrl 


2-NH2-4-ryr 


3-(3,4-deH-Pip) 




0 7 AAA 


p PV. 
4-r-rrl 


2-rsri2-4-ryr 


l-Me-3-(3,4-acH-Pip) 


35 


o iaai 


A P PVi 
4-r -r n 


7 MU A "D»«- 

Z-rslri2**4-ryT 

• 


1 -hl-4-(3,4-aeH-rip) 






A P PK 


7 KFT4 /I 

/-I\ri2~4-i yr 


1 -Pr-4-(3,4-aeH-rip ) 






A P PVi 

4-r *rii 


Z-N ri2 _ 4-r yr 


1 -Pr-4-Pip 


40 




A P PVi 
4-r-rn 


-i-Nri2-4-ryr 


1 -irr-4-(3,4-aeH-rip) 






4 P PH 

4-r-rn 


-u-lNri2-4-ryr 


l-lrr-4-Pip 




0-70,1 7 


4-r •rn 


z-in ri2" , 4-r yr 


1 -r3U-4-(3,4-deH-Plp) 


45 


^ Jv 1 J 


4 P Ph 


7 KTW-. A Pvrr 

z - in ri2 -4- r yr 


1 -tDU-4-(3,4-0eH-rlpJ 




ZOU 1 


4 P PVi 


7 KTTJ /I Dirr 

Z-IN ri2~4- rVT 


1 -rn-4-(i,4-aeH-Pip) 


1 


2-3015 


4-F-Ph 


2-NH-»-4-Pvr 


1 -Hy-1-/"^ A-H^»H-Pin^ 
i • ij a ••t'y j ,*fu wn n p / 


50 


2-3016 


4-F-Ph 


2-NH : -4-Pyr 


l-Hp-4-(3,4-deH-Pip) 




2-3017 


4-F-Ph 


2-NH : -4-Pyr 


l-Oc-4-(3.4-deH-Pip) 




2-3018 


4-F-Ph 


2-NH;-4-Pyr 


l-Nn-4-(3,4-deH-Pip) 


55 


2-3019 


4-F-Ph 


2-NH 2 -4-Pyr 


l-'cPr-4-(3,4-deH-Pip) 
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5 




Compound 

rso. 


R' 


1 

j R= 

f 


i 

I 










i 2-NH 2 -4-Pyr 


| l-cPn-4-(3.4-deH-Pip) 




1 


— -> V/— 1 


J F Ph 


j 2-NH 2 -4-Pyr 


l-cHx-4-(3,4-deH-Pip) 


10 




2-3022 




1 2-NH 2 -4-Pyr 


l-Bn-4-(3.4-deH-Pip) 




f 


2-3023 


4«F DVi 


! 2-NTi 2 -4-Pyr 


l-Phet-4-(3,4-deH-Pip) 




f 


2-3024 


J-F Ph 


i ^ VTT T A r\ 

« 2-NH->-4-Pvr 

i 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 


15 


1 


2-3025 


4-F-Ph 


j 2-NH 2 -4-Pyr 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




| 2-3026 


F Pk 


j 2-NFi 2 -4-Pyr 


1 l-AIlyl-4-(3,4-deH-Pip) j 

J i 






2-3027 




j 2-NH 2 -4-Pvr 


l-Propargyl-4-(3,4-deH-Pip) j 


20 


i 

I 


2-3028 




j 2-NH 2 -4-Pyr 


2,2.6,6-tetraMe-4-(3,4-deH-Pip) 




i 
i 


2-3029 


a p pu 


X IT T a T\ 

2-NH 2 -4-Pyr 

i 


l,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 


25 


2-3030 




| 2-NH 2 -4-Pyr 


l,2.2,6,6-pentaMe-4-Pip 1 

i 




2-3031 


il F PVi 


2-NH 2 -4-Pyr 


7-(l,2.3,5,6 ? Sa-hcxaH-Ind) 




2-3032 


d F DVi 


2-NH 2 -4-Pyr 


7-(l,2,3,5,8,8a-hexaH-bid) 


30 


i 2-3033 

i 


d. F PVi 


j 2-NH 2 -4-Pyr j 
-) j 


7-octaH-Ind 




j 2-3034 




| 2-NH 2 -4-Pyr 


8-(l,3,4,6,7,9a-hexaH-2H-Qui) 




| 2-3035 


4-F Ph 


! 2-NH 2 -4-Pyr i 

i 


8-(l,3,4,6,9,9a-hexaH-2H-Oui) 


35 


i 2-3036 


J. F Pli 


2-NH 2 -4-Pvr j 


8-octaH-Qui 




2-3037 


J. F Ph 


2-NH 2 -4-Pyr 


2.2-diMe-4-(3,4-deH-Pip) 




2-3038 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2,2-triMe-4-(3.4-deH-Pip) 




2 


-3U3y 




2-NTH 2 -4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 






4-F-Ph 


2-NH 2 -4-Pyr 


l,2,2-triMe-4-(4,5-deH-Pip) 




Z 


-JU4I 


4-F-Ph 


2-NH 2 -4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 


45 


2-JU42 


4-F Ph 


2-NH 2 -4-Pyr 


l,2,6-triMe-4-(3,4-deH-Pip) 




2-3043 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Me-4-(3,4-deH-Pip) 




2-3044 


4-F-Ph 


2-NH-.-4-Pyr 




50 


2-3045 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Me-4-(3,4-deH-Pip) 




2-3046 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Me-4-(3,4-deH-Pip) 




2-3047 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Me-4-(3,4-deH-Pip) 


55 


2-3048 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Me-4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 




R 3 


2-3049 


4-F-Ph 




2-Ft-4-M 4-deH-Pin^ 


2-3050 


4-F-Ph 




1 -Me-^-Ft-4-n 4-deH-Pin^ 


2-3051 


4-F-Ph 




1 ^-diEl-4-H 4-deH-PirA 1 


2-3052 


4-F-Ph 


?-MM,-4-Pvr 


iii -x ci-*t-v _j , t ucn r ip y 


| 2-3053 I 4-F-Ph 


^.MM^.-d.-Pvr 


1 -Rn-?-Ft-4-f"} 4-deH-Pin^ 


2-3U54 
T-3055" 


4-F-Ph 




1 -PViAt Pt 1 H 4.H**W.Pin\ 
1 -rnci-x - El-n-^ j ,*f -ucri-rip/ 


4-F-Ph 


z - in n 2-^-1 yr 


0 Pr A (1 A A oU Pir\\ 


2-3056 1 4-F-Ph 

i 




1 \Af* 9 Pr_A ^7 A H#»M Pir»\ 


2-305** ' 4-F-Ph 


0 MM A T>\rr 


1 Pt 1 Pr A (1 A AolA Pir\^ 


2-3058 ! 4-F-Ph 


0 MM ^ _A p.— 

- - in ri 2 i yr 




2.3050 | 4-F-Ph 


-i-iNri2'"^'"* yr 


l uU-Z-rr-4-^j ,*f-aCii - rip J 


2-3060 \ 4-F-Ph 

1 ! 


0 MM /l P\rr 

x-iNri2-^-r yr 


1 PVi/»t 0 Pr A (1 A Ar>U V\r\\ 


' 2-3061 


4-F-Ph 


9 >JT_r A \>\rr 


9 "Dn A /""l A ^oU PirN\ ^ 


1 2-3062 


4-F-Ph 


_-INri2-^+-i yr 


l -lvie--i-DU-H-( j,*r-aerl-ripj 


! 2-3063 


4-F-Ph 


z-iNri2-^**i yr 


1 Pt *? Ru J. /I A_H*»U Pir*\ 

1 -Cl-Z-OU-*f-^,*r-GCrl-r ip j 


2-3064 


4-F-Ph 


0 MM A P,~- 


I -rr-2-DU-4-(j ^^f-aerl-r ip j 


, 2-3065 


4-F-Ph 


0 KTU zl p, rr 


i ,z-aiDU-4-(^.4-aen-rip) 


2-3066 

I 


4-F-Ph 


9 MM* A P\rr 

z-iNri2-^+-r yr 


1 PViot *> D,i A CX A AoXX Pir^^ 


2-3067 

1 


4-F-Ph 


0 MM A D^n. 


z-Allyl*4-(3,4-aeH-rip) 


j 2-3068 


4-F-Ph 


9 MM. -4 Pvrr 


1 \At± 1 AlKrl A CX A H/»M P^r\^ 


i 2-3069 

1 


4-F-Ph 


0 xrtj a p, _ 
z-jn ri2-^r-i yr 


1 -lCt-^-Al iy ^,4^-aerl-r ip) 


2-3070 


4-F-Ph 


-) MM^ 4 Pvrr 

z -in ri 2 - r yr 


1 Pr *) A1K/1 A /I A /^aI-I Pirs\ 


2-3071 


4-F-Ph 


9 MM.-4.Pvrr 


I -du-z-/\i iyi-H-^,^-aeri-r ip j 


2-3072 


4-F-Ph 


1 MM. ^1 P\/r 


i -rnei-z-zviiyt-^-^j.^-Geri-nip) 


I 2-3073 


4-F-Ph 


^-MM^-4-Pvr 


7.RnJ..n 4-HpM-Pir^ 


j 2-3074 


4-F-Ph 


2-NH;-4-P>T 


l-Me-2-Bn-4-(3 4-deH-PiD> 


2-3075 


4-F-Ph 


2-NH : -4-Pyr 


l-Et-2-Bn-4-(3,4-deH-Pip) 


2-3076 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bn-4-(3,4-deH-Pip) 


| 2-3077 • 


4-F-Ph 


2-NH : -4-Pyr 


1 -Bu-2 -Bn-4-(3 ,4-deH-Pip) 


2-3078 


4-F-Ph 


2-NH ; -4-Pyr 


l-Phet-2-Bn-4-(3,4-deH-Pip) • 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Compound 

No. 


R 1 


R 2 


R 3 




4-h-Pn 


2-NH 2 -4-Pyr 


2-Phet-4-(3,4-deH-Pip) 


"> man 

1 


4-r-Ph 


2-NH : -4-Pyr 


1 -Me-2-Phet-4-( 3 ,4-deH -Pip) 


! 2-3081 
i 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-^-Ph^t-J..!"* A HaM 

1 *- 1 — i nti-H-^ j,^-ucn*r]p ) 


I 2-3082 

! 


4-F-Ph 


2-NH 2 -4-Pyr 




1 2-3083 


4-F-Ph 


2-NH : -4-Pyr 


i Du-.-rnei-* t-^j»,*+-aeri-r ip) 


2-3084 


4-F-Ph 


2-NH : -4-Pyr 


1 ^-HiPhpt^J. ex a a*>u d:~\ 
i — -uirnci-^-^.H-aeri-rip) 


! 2-3085 

i 


4-F-Ph 


2-NH 2 -4-Pyr 


1 Ma J. (A n HaU D' \ 

^-ivie-H-^,j-aen-rip) 


i 2-3UBO 

t 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diMe-4-(4.5-deH-Pip) 


! 2-_>Uo / 


4-r-Ph 


2-NH : -4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 


t o ~» ao o 

• 2-j>088 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


1 2-3U&9 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 


o *5 aaa 

2-:>090 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Me-4-(4,5-deH-Pip) 


2o091 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Et-4-(4,5-deH-Pip) 


2o092 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 


2 j>093 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diEt-4-(4,5-deH-Pip) 


2-3094 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Et-4-(4,5-deH-Pip) 


^ *5 rvA c 

! 2-3095 

I r 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Et-4-(4,5-deH-Pip) 


• 2-j>u9o 


A T— m 

4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Et-4-(4.5-deH-Pip) 


2-3U9 / 


4-F-Ph 


2-NH : -4-Pyr 


2-Pr-4-(4,5-deH-Pip) 


O AO C 

2-3Uyo 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Pr-4-(4,5-deH-Pip) 


1 "5 Ann 

2-3099 


4-F-Ph 


2-NH 2 -4-P>t 


l-Et-2-Pr-4-(4,5-deH-Pip) 


2o 1 uu 


4-F-Ph 


2-NH : -4-Pyr 


l,2-diPr-4-(4,5-deH-Pip) 


2-3 lUi 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Pr-4-(4,5-deH-Pip) 




A IT DU 

4-r-rn 


2-NH 2 -4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 


7 ii a^ 

2-3 1 U3 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-(4,5-deH-Pip) 


2-3104 


4-F-Ph 


2-NH-»4-Pvr 


i -ivie-^-tiu-4-(4,5-acH-Pip) 


2-3105 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bu-4-(4,5-deH-Pip) 


2-3106 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 


2-3107 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diBu-4-(4,5-deH-Pip) 


2-3108 j4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 
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Compound 

No. 


R 1 




R 3 


2-3 1 09 


4-F-Ph 




7_An v 1-4-M 7-deH-PiD> 


2-3110 


4-F-Ph 


7 MT-k A Pvrr 




2-3111 ! 


4-F-Ph 




1 .Ft-*>-Allv]-4.C4 S-deH-Pinl 


2-3112 


4-F-Ph • 


7-VT4, A P\rr 


LPr-7- Allvl-4-/4 S-dcH.Pin^ 


2-3113 4-F-Ph 


7 XTI-K A Pat 


1 -ftii-7..Allvl-4-(4 S-deH-Pin* 


2-3114 4-F-Ph 


7 VP, A Pvrr 


l-Phet-7 A 1 1 \}\-A-l A S-deH-Pin^ 


2-3115 '4-F-Ph 


7 VU ~ 4 Pirr 


9 An A ( A > df»W Pin\ 


2-3116 4-F-Ph 




i Up.? o n .AJ4 S-d^H-Pin"! 
i - ivie-z-on-^-^H -ucri- r ip j 


2-3117 4-F-Ph 


7 VT4. A P\rr 


i -ci-z-Dri— -ucn-rip^ 


2-31 IS ! 4-F-Ph 


7.VT-U J. P\rr 


1 -Pr-?-P*n-4-f4 S-drT4-Pin1 


2-3119 4-F-Ph 


7 \T[ K A P\rr • 

Z-fSI l2"***-r yr 


1 -Hi -^-d^T-KPin^ 
i ou-Z'-ori *T"-^*4 *uci i rip ) 


2-3120 j 4-F-Ph 




1 Ph*»t 7 tin A (A ^ d*»T4 Pin\ 


2-3121 | 4-F-Ph 




7 Phf»t A /A <\ /1f»I-1 Pin\ 


2-3122 | 4-F-Ph 


7 KT-1 A P\rr 


1 \Af> 7 Phf»t A /A ^ HhH Pin\ 

i -:vie-z-r nei--4--v-+,3-ocri-F ip ) 


2-3123 


4-F-Ph 


7 VTLI 4 p xrr 


1 Pi PK^t A /'/d ^ H^*T4 Pir»\ 

i -iii-^-r nei-H-^H, j-ueri-.r ip ; 


2-3124 


4-F-Ph 


7 VT4 -1 P,rr 

Z-r> riT-^-i \T 


1 Pr 7 Pkpt A /A ^ H*aLJ PJtvA 


2-3125 


4-F-Ph 


Z-JN n2-4-ryr 


1 Dn 7 PViot A /A < <4oT4 Din\ 


2-3126 


4-F-Ph 


z-i\ n2" : +-i yr 


I ,z-a 1 r nCl-'H-v4, 7 -aCrl -r lp; 


2-3127 


4-F-Ph 


7 \ A oXTTJ /I T>i«- 
Z-MejNri-4-rVT 




2-3128 


4-F-Ph 


z - lvi c, in n - r yr 




2-3129 


4-F-Ph 


Z-rviCrN rl-*4-r yr 


JD l IN ri - C 11 2 C 1^ IVi e ) 2 ^ n 2 


2-3130 


4-F-Ph 


z- M eiN n-*f- r yr 


ivie2iN*co?CviVie)2^Ai2 


2-3131 


4-F-Ph 


z - iv i c { \ n -h - r yr 


A-H^T4 Pir\^ 


2-3132 


4-F-Ph 


i z - 1 vi c in n -*+ - r yr 


(\ A d^W-Pir»\ 


2-3133 


4-F-Ph 


I 7 pvr 


i I .CtJ/'l A H^»W-P^n^ 

I l -ci"H-^ j,*f-aen-jr ip^ 


2-3134 


4-F-Ph 


I 2-MeMH-4-Pvr 


\ _p r -4.n 4.deH-PiD^ 


2-3135 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-4-Pip • 


| 2-3136 


4-F-Ph 


| 2-MeNH-4-Pyr 


l-iPr-4-(3,4-deH-Pip) 


! 2-3137 

i 


4-F-Ph 


2-MeN*H-4-Pyr 


l-iPr-4-Pip 


J 2-3138 


4-F-Ph 


2-MeNTH-4-Pyr 


l-Bu-4-(3,4-deH-Pip) 
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; Compound 


R 1 


R* 


R 3 


5 


1 Wo. 










°-31 39 


*»~r -in 


2-MeNH-4-Pyr 


1-tBu-4-(3,4-deH-Pip) 




, — -' 1 "TU 


/l IT pk 


2-MeNH-4-Pyr 


l-Pn-4-(3,4-deH-Pip) 


70 


; 2-3 1 4 1 


4-F.Ph 


2-MeNH-4-P\T 


l-Hx-4-(3,4-deH-Pip) 






PK 
*+-r •rn 


2-MeNH-4-Pyr 


l-Hp-4-(3,4-deH-Pip) 






4 K Ph 


2-MeNH-4-Pyr 


l-Oc-4-(3,4-deH-Pip) 


l o 


1 44 


M t pi, 


2-MeNH-4-Pyr 


l-Nn-4-(3,4-deH-Pip) 




j — --> ! -O 

! 


4-h-rn 


2-MeNH-4-Pyr 


l-cPr-4-(3,4-deH-Pip) 




— - .1 I -*o 


i 1 IT DU 

j 4-r-pn 


2-MeNH-4-Pyr 


l-cPn-4-(3,4-deH-Pip) 


20 


— * _» 1 -* / 


r-rn 


2-MeNH-4-Pyr 


l-cHx-4-(3,4-deH-Pip) 




1 4£ 


•♦•r-rn 


2-MeNH-4-Pyr 


l-Bn-4-(3,4-deH-Pip) 




— -J HV 




2-MeNH-4-Pyr 


l-Phet-4-(3,4-deH-Pip) 


25 


— O i 


4-h-Pn 


2-MeNH-4-Pyr 


W3-Ph-Pr)-4-(3,4-deH-Pip) 




-1- J 1 J 1 

i 


4 IT Til 

4-F-Ph 


2-MeNH-4-Pyr 


1 -(4-Ph-Bu>4-(3 f 4-deH-Pip) 




- J l j J 

1 


A ET DU 

4-h-Ph 


2-MeNH-4-Pyr 


l-Allyl-4-(3,4-deH-Pip) 


30 


— O 1 _> J: 

1 


A C T>U 

4-h-Ph 


2-MeNH-4-Pyr 


1 -Propargyl-4-(3,4-deH-Pip) 




~- J i _>4 

f 


4-F-Pn 


2-MeNH-4-Pyr 


2,2,6,6-tetraMe-4-(3,4-deH-Pip) 




*5 "5 1 I 
O 1 J J 1 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2,6,6-pentaMe~4-(3,4-deH- 


35 


j 






Pip) 




^-31S6 ' 
— j> 1 jo 

i 


^1 P DU. 
•4-r-Jrn 


2-MeNH-4-Pyr 


1 ,2,2,6,6-pentaMe-4-Pip 




^«31S7 

— j 1 j / j 


4 p pu 


2-MeNH-4-Pyr 


7-(l ,2,3 ? 5,6,8a-hexaH-Ind) 


40 


2-3158 j 

j 


4-F-Ph 


2-MeNH-4-Pyr 


7-(l,2,3,5,8,8a-hexaH-Ind) 




2-3159 [ 


4-F-Ph 


2-MeNH-4-Pyr 


7-octaH-Ind 




2-3160 : 

i 


4-F-Ph 


2-MeNH-4-Pyr 


8-(U3,4,6,7,9a-hexaH-2H-Qui) 


45 


2-3161 


4-F-Ph 


2-MeNH-4-Pyr 


8-(l ,3,4,6,9,9a-hexaH-2H-Qui) 




i-Slbl j 4-F-Ph 


2-MeNH-4-Pyr 


8-octaH-Qui 




^-3163 


4-F-Ph 


2-MeNH-4-Pyr 


— U" v ie-'4-\ k .3,*f-Qeri-r]p) 


50 


2-3164 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 




2-3165 


4-F-Ph 


2-MeNH-4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 




2-3166 


4-F-Ph " 


2-MeNH-4-Pyr 


l,2,2-triMe^-(4,5-deH-Pip) 


55 


2-3167 1 


4-F-Ph 


2-MeNH-4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 

. 
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5 


Compound 

No. 


R' 




i 




2-3168 


4-F-Ph 


Z- :V| c JN Xj -*t- r \T 


I ,Z,0-*TTlIVlc-4-( J,4-aCrl-r \p) 




2-3169 


4-F-Ph 


*") XyloVTU A D»» 

-i-MeiNn-4-ryT 


Z-Me-4-(3,4-aeri-rip) 


10 


2-3170 i 4-F-Ph 


*> \/fo>JT-l A T>\rr 

L - .VI c IN rl -4 - r VT 


l t z-aiivie-'4-^,'f-aeri-r ipj 




2-3171 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Me-4-(3,4-deH-Pip) ! 




2-3172 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Me-4-(3,4-deH-Pip) 


15 


2-3173 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Me-4-(3,4-deH-Pip) 




2-3174 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Me-4-(3,4-deH-Pip) 




2-3175 


4-F-Ph 


2-McNH-4-Pyr 


2-Et-4-(3,4-deH-Pip) 


20 


2-3176 


4-F-Ph 


Z-MelNri-4-ryT 


1 \Xo O "C* /! /I A A a. I_J DI«'\ 

I -Me-Z-Jbt-4-( j,4-aeri-r ipj 




2-3177 


4-F-Ph 


l - MelN H -4 - r yr 


1 ^-aibt^-ii^-aen-r ip) 




2-3178 


4-F-Ph 


z-MeNH-4-r VT 


1 -Pr-2-ht-4-(3,4-ueri-rip) 


25 


2-3179 

• 


4-F-Ph 


z-MeiNn-4-r yr 


1 -ou-2-ct-4-(3,4-aeii-rip) 




2-3 1 80 


4-F-Ph 


z-MeNH-4-Pyr 


1 -Phet-2-bt-4-(3,4-deH-Ptp) 




2-3181 


4-F-Ph 


2-MeNH-4-r\T 


2-rr-4-(j,4-aen-Pip) 


30 


2-3182 


4-F-Ph 


2-MelNH-4-Pyr 


1 -Me-2-Pr-4-(3 > 4-deH-Ptp) 




2-3183 


4-F-Ph 


2-MeNH-4-Pyr 


J -Et-2-Pr-4-(3,4-aeH-Pip) 




2-3 184 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diPr-4-(3,4-deH-Pip) 


35 


2-3185 


4-F-Ph 


2-IvlcNrl-4-ryT 


1 -Bu-2-Pr-4-(3,4-aeH-Pip) 




2-3186 


4-F-Ph 


z-MeiNri-4-r yr 


l-Phet-2-Pr-4-(3,4-deH-Pip) 




2-3187 


4-F-Ph 


Z-JvieiNri-4-ryT 


z-Bu-4-(3,4-den-Pip) 


40 


2-3188 


4-F-Ph 


Z - M e in rl - 4 - r yr 


1 -Me-2-Bu-4-(3,4-aeH-Pip) 




2-3189 


4-F-Ph 


Z - M e IN rl - 4 - r yr 


1 -hL-2-Bu-4-(3,4-aeH-Pip) 




2-3190 


4-F-Ph 


*) X/4 cKTU 4 D,rr 

z - jvi e in ri-4 - r yr 


1 -rr-2-Bu-4-(3,4-aeH-Pip) 


45 


2-3191 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diBu-4-(3,4-deH-Pip) 




2-3192 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Bu-4-(3 AdeH-Pip) 




2-3193 


4-F-Ph 


2-MeNH-4-Pyr 


2-AllyI-4-(3 T 4-deH-Pip) 


50 


2-3194 


4-F-Ph 


2-McNH-4-Pyr 


1 -Me-2-Allyl-4-(3 > 4-deH-Pip) 




2-3195 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Allyl-4-(3,4-deH-Pip) 


55 


2-3196 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr.2-Allyl-4-(3,4.deH-Pip) 
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Compounc 

No. 


R' 


1 

! 

i 


: . 

I 




2-3197 


4-F-Ph 


1 ^-MeNH-4-Pvr 


1 l-Bu-2-Allyl-4-(3,4-deH-Pip) j 




2-3198 


4-F-Ph 
» » i ii 


1 i-MeNH-4-Pyr 


: l-Phet-2-Allyl-4-(3,4-deH-Pip) | 




2-3199 


4-F-Ph 


! 2-MeNH-4-Pyr 


I 2-Bn-4-(3.4-deH-Pip) i 




2-3200 


4-F-Ph 


2-MeNH-4-Pvr 


i -Me-^-Bn-4-(3,4-deH-P]p) 






2-3201 


4-F-Ph 


• 2-MeNH-4-Pyr 


| l-tt-2-Bn-4-(3,4-deH-Pip) 






— -j — y j ~ 




; 2-MeNTH-4-Pyr 


| l*Pr-2-Bn-4-(3,4-deH-Pip) 






2-3203 




j 2-Me\ r H-4-Pyr 


j l-Bu-2-Bn-4-(3,4-deH-Pip) 






2-3204 


4-F-Ph 


i Z-MeNH-4-Pyr 


j l-Phet-2-Bn-4-(3 ? 4-deH-Pip) 




t 


2-3205 


4-F-Ph 

-T I i 1 1 


i 2-MeNH-4-Pyr 


! 2-Phet-4-(3,4-deH-Pin> 




i 

I 


2-3206 


4-F-Ph 


i *■> IS /f V TT T a r\ 

1 ^-MeNH-4-Pyr 


j l-Me-2-Phet-4-G 4-deH-Pin^ 




2-3207 


4-F-Ph 


j 2-MeNH-4-Pyr 


! 1 -Et-2-Phet-4-f3 4-deH-Pit^ 




I 2-3208 


4-F-Ph 

"T~X Til 


| 2-MeNTH-4-Pyr 


! l-Pr-2-Phet-4-C3 4-deH-Pin^ 




! 2-3209 


d-F PH 


| 2-McNH-4-P\ T 


i l-Bu-2-Phet-4-0 4-deH-Pink 




: 2-3210 


4-F-Ph 


j 2-MeNH-4-Pyr 


! 1 ,2-diPhet-4-f3 4-d~H-Pin* 




' 2-3211 


4-F-Ph 


| 2-MeNH-4-Pyr 

— i— * 


i 2-Me-4-(4,5-deH-PiD) 




j 2-3212 


4-F-Ph 


j 2-MeNH-4-Pvr 


j l,2-diMe-4-(4 5-deH-Pinl 




! 2-3213 


4-F-Ph 


j 2-MeNH-4-Pyr 


i l-Et-2-Me-4-(4 5-deH-Pin^ 




: 2-3214 


4-F-Ph 


j 2-MeNH-4-Pyr 


j l-Pr-2-Me-4-(4,5-deH-Pirfl 




! 2-3215 


4-F-Ph 


| 2-MeNH-4-Pyr 


) l-Bu-2-Me-4-(4,5-deH-Pip) 

i 




j 2-3216 


4-F-Ph 

~ 1 ill 


j 2-MeNH-4-Pyr 


j l-Phet-2-Me-4-(4,5-deH-Pip) 




i 2-3217 

i 


4-F-Ph 

^ M i 11 


| z-MeNH-4-Pyr 


j 2-Et-4-(4,5-deH-Pip) 




j 2-3218 


4-F-Ph 

~ 1 XII 


i 2-MeNH-4-Pyr 


j l-Me-2-Et-4-(4,5-deH-Pip) 




j 2-3219 

i 


4-F-Ph 


i 2-MeNH-4-Pyr 


j 1.2-diEt-4-(4.5-deH-Pip) 




i 

i 




4-F-Ph 


! 2-MeNH-4-Pyr 


j l-Pr-2-Et-4-(4,5-deH-Pip) 




! 


4-F-Ph 


2-MeNH-4-Pyr 


| l-Bu-2-Et-4-(4,5-deH-Pip) ~ 




i 2-3222 


4-F-Ph 


2-MeNH-4-Pyr 


j l-Phet-2-Et-4-(4,5-deH-Pip) 




j 2-3223 


4-F-Ph 


2-MeNH-4-Pyr 


| 2-Pr-4-(4,5-deH-Pip) 




! 2-3224 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 




j 2-3225 


l-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) 




! 2-3226 i 

i 


l-F-Ph 


2-MeNH-4-Pyr 


1.2-diPr-4-(4,5-deH-Pip) 
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5 


Compound 
No. 


1 

! 

1 


R 2 


1 

! R 2 

1 






4-F-Ph 


2-MeMH-4-Pvr 


i -Du-«»-rr-'+-(H,j-Qcri -rip / 




7 777R 
z ozz o 


4-F-Ph 


?-Me\]"R-4-Pvr 
z - ivi ex n r } i 


i -rnci-z-r i-h-^h, j-ucn-r lp J 


10 


7.777Q 


4-F-Ph 

*T"*I III 








7 1770 


4-F-Ph 


7.Mp\TU-A-Pvr 

i'lVlC-Xn* 4 *"!*! 


i -iVic-Z"rju-****^H..j-*ocri -np j 




7 777 1 


4-F-Ph 

** _ F "ill 


7_Mp\JT-I-A-Pvr 
Z - IVl C :N n -*+- r VT 


1-Ft,7 Pn_A.M > HpW Pir»^ 
1 J^l-Z-XjU-H-^H^-Qcrl-iip ) 


15 


7.7777 
Z-.5Z.3Z 


A-F-Ph 

*T~1 All 


7 - M pVJT-I - A- Pvr 


1 -Pr.7 Pn A (A ^ Hr-T-I Pii-«\ 
1 i I **Du*4"y'4. j ~QCrj "x ip ) 




7 7777 
ZOZJ J 


4 F-Ph 
H-i -r 1 1 


z- JvieiNri-H-r >T 


1 7 HiDn A iA < rl«14 Pii^»\ 




7 777A 
Z- JZj*+ 


A_F-Ph 


0 MpNTH A Pvt 
Z-jVieiNl7-4-r >T 


1 Phpt 7 tlii A (A ^ r\o\A X>\r\\ 

i -r nci-z-DU-H-^H,j-acrl-r lp ; 


20 


0 777^ 


A F Ph 
H-r -t*n 


0 TV/toXIU A P\ft- 


Z-Aiiyi-4-(4,!>-0erl-rip) 




9 777A 


4 F-Ph 
**-r -r n 


z - rvi e in ri - 4 - r yr 


1 -1V1C-Z- Al 1 VI-4-1 4,->-0Cri-r ip j 




ZOZJ / 


/i F-Ph 


^-jvieiNii-4-i yr 


1 7 A 1U,1 4 /A C /J^.T-T Di«\ 

i -r,l-z-AliyJ-4-(4^-aerl-r'ip) 


25 




A F PVi 

4-r -r n 


*. - ivi cl\ rl -4 - r yi 


1 D»- 7 A 1K.1 A /A C rl^LJ Di« > 

l -r r-z-AllYi-4-(4,D-aeri-rip) 






4 F Ph 

- 


z-jvierNri-4-r yr 


I -DU-z-Aily]-4-(4,j-deri-r'ip) 




ZOZ4U 


4 F Ph 

4-r-rn 


z - ivi e in rl - 4 - r yr 


l -rnet-z-Allyl-4-(4,3-aeH-rip) 


30 


7 77A 1 


A F Ph 
H-r-rn 


z - m e in n - 4 - r y t 


7 P*-i A iA C /4aLJ P;~%\ 

z-iJn-4-(4 <> >-aerl-rip) 




ZOZ4Z 




^-MeNH-4-ryr 


1 -Me-z-Bn-4-(4,5-aeH-rip) 






id F pu 


z-MeJNH-4-ryr 


1 -ht-z-Dn-4-(4,5-aeH-Pip) 


35 


9 77AA 


A F Ph 


Z- IM elN n -H- r 


i -r r-z-hSn-4-(4, j-aeH-Pip ) 




0 77A^ 


A F Ph 


z - Ml e n rl -4- r yr 


1 -Bu-2-Bn-4-(4,s-deH-Pip) 




7.77AA 
Z- jZ*+0 


A-F-Ph 
h- r _ r ii 


7 M/*\JH A Pvrr 

z - jvi c in n r yr 


i -r net-z-Dn-4-(4p-aeri-rip) 


40 


0 77A7 


4 F Ph 


z-MeiNrl-H-ryr 


7 Pk^ A iA C J«U "T> ■ \ 

z-r nct«4-( 4, ^-aeri-rlp) 




7-17AR 


A F-Ph 
H-r -rii 


z - ivi e jn n -H- r yr 


J -Me-z-rnet-4-(4, j-deH-r ip) 




7.77AQ 


4-F-Ph 


z ivieiN n *h- r yr 


J -E.i-z-rnet-4-(4,3-aeri-rip) 


45 


7.77S0 


4-F-Ph 


z-iviciN n -H-r yr 


i -r r-z-rnei-4-^4,c>-aeri-rip) 




~. -J *LJ> I 


4-F-Ph 

*T I "I 11 


z- ivi c>i n -H-r yr 


i -DU-z-rnei -4-^4, ->-ueri -rip) 




2-3252 


4-F-Ph 


2-MeNH-4-P>T 


1 2-diPhel-4-M 5-deH-Pin^ 


50 


2-3253 


Ph 


4-Pyr 


7-(l,2,3,5,6,8a-hexaH-Ind) 




2-3254 


Ph 


4-Pyr 


7-(l,2,3 > 5,8,8a-hexaH-lnd) 




2-3255 


3-F-Ph 


4-Pyr 


7-(l,2,3,5,6,8a-hexaH-Ind) 


55 


2-3256 


3-F-Ph 


4-Pyr 


7-(l,2,3,5,8,8a-hexaH-Ind) 
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I 

| Compounc 

| NO. 


R' 


1 

j * 

f 


R 3 I 
1 




! 2*3257 


j v^i-rn 


« A Ti. — 

: 4-Pyr 


7-(l,2,3 t 5,6,8a-hexaH-Ind) | 




; — J — J O 
I 




i 4-Pyr 


f 

7-( 1 ,2.3,5, S,8a-hexaH-Ind) j 


10 




^ A HiP Ph 


4-Pyr 


7-(l,2,3,5.6,8a-hexaH-Ind) \ 






"3 4 HiP Ph 


: 4-Pyr 


7-( 1 ,2,3,5,8, 8a-hexaH-ind) i 




i — ~> ~U J 




4-Pyr 


/-(l,23,5,6,8a-hexaH-Ind) | 


15 




^ fp Ph 


5 4-Pyr 


7-(l,2,3,5,S,8a-hexaH-Ind) j 




j — J-UJ 

t 


J P Ph 
**-r Til 


4-Pyr 


2-Pyrd-CH=CH- j 




?-3?64 


A P Ph 


" D 


1 -Me-2-Pyrd-CH=CH- 




20 


i 


J P PVi 


j 4-Pyr 


l-Et-2-Pyrd-CH=CH- 






! 2-3266 




1 4-Pyr 


l-Pr-2-Pyrd-CH=CH- 






' 2-3^67 




, 4-Pyr 

i 


2-Pip-CH-CH- 




oc 


i - J-Uo 


4 P Ph 


S 4 - p yr 


1 -Me-2-Pip-CH^CH- 






J»U7 


4 P Ph 
H-r-rn 


! 4-Pyr 


l-Et-2-Pip-CH=CH- 








^ P Ph 


i 4-Pyr 

i 


1 -Pr-2 Pip-CH=CH- 




ou 


2-3^71 


rn 


| 4-Pyr 


2-PyTd-CH=CH- 








Ph 

rn 


j 4-Pyr 


1 -Me-2-Pyrd-CH=CH- 






i 2-3^7^ 


Ph 


j 4-Pyr 


l-Et-2-Pyrd-CH=CH- 




35 


i 9 -3^74 


Ph 


4-Pvr 

i 


l-Pr-2-Pyrd-CH=CH- 






2-3^7S 


Ph 

rn 


i 4-Pyr 


2-Pip-CH=CH- 






2-3276 


Ph 


I 4-Pyr 


l-Me-2-Pip-CH-CH- 




40 


2-3277 


Ph 

in 


i 4-Pyr 


l-Ei-2-Pip-CH=CH- 






2-3278 


Ph 

rn 


! 4-Pvr 


l-Pr-2-Pip-CH=CH- 




| 

I 
i 


2-3279 


7.P PH 


j 4-P\T 


2-Pyrd-CH=CH- 




45 


2-3280 


7-F Ph 

- r -r n 


i 4-Pyr 


l-Me-2-Pyrd-CH=CH- 1 






2-3281 


7 P Ph 


4-Pyr 


1-Et-2-Pyrd-CH=CH- 






2-3282 


3-F-Ph 


4-Pyr 

- 


l-Pr-2-Pyrd-CH=CH- 




SO 


2-3283 


3-F-Ph 


4-Pyr 


2-Pip-CH=CH- 






2-3284 


3-F-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 1 






2-3285 


3-F-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




- 


2-3286 


3-F-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




-i-j/O f 


.>-LI*rn 


A Pirr 

H-.ryT 


Z - "yTG ri— v_ ri - 






^ PI DU 


4 Px <-r 

4-ryr 


I "^Ta-Co— L. rl- 


10 




"2 pi PH 

^•Li-rn 


^1 P\f-r 

H-iyT 


1 p* ? PvrrH P1-1=PT-1 

i -ci-i-r yru-v^ri— v^.ri- 








A P\T 








1 pi DVi 


A Pat 

4-ryr 


? Pin rw-ru 


15 




PI DV-. 

j-LI-rrl 


A Di rr- 

4-ryr 


i -Me-2-r lp-Ln-^n- 




2-3293 


j-Ll-rn 


4-Pyr 


1 -ht-2-r lp-L H-LH- 






7 pi nu 


4-Pyr 


1 -rr-2-rip-L ri— LH-. 


20 


2-32V^ 


->,4-air-rn 


4-Pyr 


2-Pyra-CH=LH- 




2o2yo 


j,4-air-rn 


A Pi rr- 

4-r>T 


1 -Me-2-r>Td-Lri--Cri- 




2-329 / 


:>,4-dir-rn 


A O . ^ 

4-ryT 


1 -tt-2-Pyrd-CH— Lhi- 


25 


2o2vc 


3,4-air-rn 


>i p, ~- 
4-Fyr 


1 -rr-2-Pyrd-CH— Ln- 




2-32W 


jA-a\r-rt\ 


4-Pyr 


2-Pip-CH=CH- 




2-33UU 


j^-dir-Pri 


4-Fyr 


1 -Me-2-Pip-CH=LH- 


30 


2o301 


:>,4-dir-Pn 


4-Pyr 


1 -bt-2-Pip-C H— CH- 




2o302 
i 


^,4-dir-rn 


4-Pyr 


1 -Pr-2-Pip-CH=CH- 




2-3303 




4-Pyr 


2-Pyrd-CH=CH- 


35 


2-3304 


j-Cr 3-rrl 


4-PyT 


1 \ J r% . | /" »TT rill 

l-Me-2-P>Td-LH=CH- 




2-3305 


-i or? r»i_ 

j-LF3-Ph 


4-Pyr 


1 -Et-2-Pyrd-CH=CH- 




2-3300 


*> pi? nu 


4-Pyr 


1 -Pr-2-Pyra-CH=CH- 


40 


2-3307 


3-CF 3 -Ph 


4-Pyr 


2-Pip-CH=CH- 




2-3308 


3-CF 3 -Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 








4-ryr 


1 -bt-2-Pip-Crl=Lrl- 


45 


2-3310 


3-CFj-Ph 


4-Pyr 


1-Pr^2-Pip-CH=CH- 




2-3311 


4-F-Ph 


4-P>T 




SO 


2-3312 . 


4-F-Ph 


4-Pyr 






2-3313 


4-F-Ph 


4-Pyr 




55 


2-331.4 


4-F-Ph 


4-Pyr 
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5 


Compound 
No. 


R 




R 3 




2-3315 


4-F-Ph 


4-Pyr 




10 


2-3316 


' 4-F-Ph ' 


4-Pyr 


-co 




2-3317 


4-F-Ph 


4-Pyr 




15 








bo 




2-3318 


4-F-Ph 


4-Pyr 




20 








bo 


2-3319 


4-F-Ph 


4-Pyr 


bo 


25 


2-3320 


4-F-Ph ' 


4-Pyr 


bo 


30 


2-3321 


4-F-Ph 


4-Pyr 


bo 


35 L 


2-3322 


4-F-Ph 


4-Pyr 


bo 



40 



45 



50 



55 
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1-1617 to 1-1625, 1-1628, 1-1629, 1-1632 to 1-1635, 1-1637, 1-1638, 1-1642 to 1-1650, 1-1652 to 1-1660, 1-1663, 
1-1664, 1-1667 to 1-1670, 1-1672, 1-1673, 1-1677 to 1-1665, 1-1687 to 1-1695, 1-1698, 1-1699, 1-1702 to 1-1705, 
1-1707, 1-1708, 1-1712 to 1-1720, 1-1722 to 1-1730, 1-1733, 1-1734, 1-1737 to 1-1740, 1-1742, 1-1743, 1-1747 to 
1-1755. 1-1757 to 1-1765. 1-1768. 1-1769, 1-1772 to 1-1775. 1-1777, 1-1778, 1-1782 to 1-1790, 1-1792 to 1-1800, 

5 1-1803, 1-1804, 1-1307 to 1-1810, 1-1812, 1-1813, 1-1817 to 1-1825, 1-1827 to 1-1835, 1-1838, 1-1839, 1-1842 to 
1-1845, -1-1847, 1-1848, 1-1852 to 1-1860, 1-1862 to 1-1870, 1-1873, 1-1874, 1-1877 to 1-1830, 1-1882, 1-1883, 
1-1 887 to 1-1895, 1-1897 to 1-1905, 1-1908, 1-1909, 1-1912 to 1-1915, 1-1917, 1-1918, 1-1922 to 1-1 930, 1-1932 to 
1-1940, 1-1943, 1-1944, 1-1947 to 1-1950, 1-1952, 1-1953, 1-1957 to 1-1965, 1-1967 to 1-1975, 1-1978, 1-1979, 
1-1982 to 1-1985, 1-1987, 1-1988, 1 -1 992 to 1 -2000, 1 -2002 to 1 -201 0, 1 -201 3, 1-2014, 1 -2017 to 1 -2020, 1-2022, 

10 1-2023, 1-2027 to 1-2035, 1-2037 to 1-2045, 1-2048, 1-2049, 1-2052 to 1-2055, 1-2057, 1-2058, 1-2062 to 1-2070, 
1-2072 to 1-2080, 1-2083, 1-2084, 1-2087 to 1-2090, 1-2092, 1-2093, 1-2097 to 1-2105, 1-2107 to 1-2115, 1-2113, 
1-2119, 1-2122 to 1-2125. 1-2127, 1-2128, 1-2132 to 1-2140, 1-2142 to 1-2150, 1-2153, 1-2154, 1-2157 to 1-2160, 
1-2162, 1-2163, 1-2167 to 1-2175, 1-2177 to 1-2135, 1-2168,1-2189, 1-2192 to 1-2195, 1-2197, 1-2198, 1 -2202 to 
1-2210, 1-2212 to 1-2220, 1-2223, 1-2224, 1-2227 to 1-2230, 1-2232, 1-2233, 1-2237 to 1-2245, 1-2247 to 1-2255, 

75 1-2258, 1-2259, 1-2262 to 1-2265, 1-2267. 1-2266, 1-2272 to 1-2280, 1-2282 to 1-2290, 1-2293, 1-2294, 1-2297 to 
1-2300, 1-2302, 1-2303. 1-2307 to 1-2315, 1-2317 to 1 -2325, '1 -2328, 1-2329, 1-2332 to 1-2335, 1-2337/1-2338, 
1-2342 to 1-2350, 1-2352 to 1-2360, 1-2363, 1-2364, 1-2367 to 1-2370, 1-2372, 1-2373, 1-2377 to 1-2385, 1-2337 to 
1-2395, 1-2398, 1-2399, 1-2402 to 1-2405, 1-2407, 1-2408, 1-2412 to 1-2420, 1-2422 to 1-2430, 1-2433, 1-2434, 

1- 2437 to 1-2440, 1-2442, 1-2443, 1-2447 to 1-2455, 1-2457 to 1-2465, 1-2468, 1-2469, 1-2472 to 1-2475, 1-2477, 
20 1-2478, 1-2482 to 1-2490, 1-2492 to 1-2500, 1-2503, 1-2504, 1-2507 to 1-2510, 1-2512, 1-2513, 1-2517 to 1-2529, 

1 -2539 to 1 -2594, 1 -2623 to 1 -3322, 2-1 to 2-32. 2-35, 2-38, 2-40, 2-42, 2-43, 2-45 to 2-52, 2-65 to 2-67, 2-7 1 to 2-76, 

2- 88 to 2-90, 2-94 to 2-126, 2-129, 2-l32 : 2-134 to 2-137, 2-139 to 2-146, 2-159 to 2-161, 2-165 to 2-170, 2-182 to 
2-184, 2-186 to 2-219, 2-222, 2-225, 2-227, 2-229, 2-230, 2-232 to 2-239, 2-252 to 2-254, 2-253 to 2-263, 2-275 to 
2-277, 2-281 to 2-312, 2-315, 2-318, 2-320, 2-322, 2-323, 2-325 to 2-332, 2-345 to 2-347, 2-351 to 2-356, 2-368 to 

2S 2-370, 2-374 to 2-405, 2-408, 2-411, 2-413, 2-415, 2-416, 2-418 to 2-425, 2-438 to 2-440, 2-444 to 2-449, 2-461 to 
2-463, 2-467 to 2-498, 2-501, 2-504, 2-506, 2-508, 2-509, 2-511 to 2-518, 2-531 to 2-533, 2-537 to 2-542, 2-554 to 
2-556, 2-560 to 2-591, 2-594, 2-597, 2-599, 2-601, 2-602, 2-604 to 2-611, 2-624 to 2-626, 2-630 to 2-635, 2-647 to 
2-649, 2-653 to 2-684, 2-687, 2-690, 2-692, 2-694, 2-695, 2-697 to 2-704, 2-717 to 2-719, 2-723 to 2-723, 2-740 to 
2-742, 2-746 to 2-777, 2-780. 2-783, 2-785, 2-787, 2-788, 2-790 to 2-797, 2-810 to 2-812, 2-816 to 2-821, 2-833 to 

30 2-835, 2-839 to 2-870, 2-873, 2-876, 2-878, 2-880, 2-881 , 2-883 to 2-890, 2-903 to 2-905, 2-909 to 2-914, 2-926 to 
2-928, 2-932 to 2-963, 2-966, 2-969, 2-971, 2-973, 2-974, 2-976 to 2-983, 2-996 to 2-998, 2-1002 to 2-1007, 2-1019 
to 2-1021, 2-1025 to 2-1056, 2-1059, 2-1062. 2-1064, 2-1066. 2-1067, 2-1069 to 2-1076, 2-1039 to 2-1091, 2-1095 to 
2-1100, 2-11 12 to 2-11 14, 2-1 118 to 2-1 149. 2-1 152, 2-11 55, 2-1157, 2-1159, 2-1 160, 2-1162 to 2-1169, 2-11 82 to 2-1184, 
2-1188 to 2-1193, 2-1205 to 2-1207, 2-1211 to 2-1242, 2-1245, 2-1248, 2-1250, 2-1252, 2-1253, 2-1255 to 2-1262, 

35 2-1275 to 2-1277, 2-1281 to 2-1286, 2-1298 to 2-1 300, 2-1 304 to 2-1335, 2-1333, 2-1341, 2-1343, 2-1345, 2-1346, 
2-1 348 to 2-1 355. 2-1 368 to 2-1 370, 2-1 374 to 2-1 379, 2-1 391 to 2-1 393, 2-1 397 to 2-1405, 2-1407 to 2-141 5, 2-141 8, 
2-1419, 2-1422 to 2-1425, 2-1427, 2-1423, 2-1432 to 2-1440, 2-1442 to 2-1450, 2-1453, 2-1454, 2-1457 to 2-1460, 
2-1462, 2-1463, 2-1467 to 2-1475, 2-1477 to 2-1435, 2-1468, 2-1489, 2-1492 to 2-1495, 2-1497, 2-1498, 2-1502 to 
2-1510, 2-1512 to 2-1520, 2-1523, 2-1524, 2-1527 to 2-1530, 2-1532, 2-1533, 2-1537 to 2-1545, 2-1547 to 2-1555, 

40 2-1558, 2-1559, 2-1562 to 2-1565, 2-1567, 2-1566, 2-1572 to 2-1580, 2-1582 to 2-1590, 2-1593, 2-1594, 2-1597 to 
2-1600, 2-1602, 2-1603, 2-1607 to 2-1615, 2-1617 to 2-1625, 2-1628, 2-1629, 2-1632 to 2-1635, 2-1637, 2-1638, 
2-1642 to2-1650, 2-1652 to2-1660, 2-1663, 2-1664, 2-1667 to 2-1670, 2-1672, 2-1673, 2-1677 to 2-1685,2-1637 to 
2-1695, 2-1698, 2-1699, 2-1702 to 2-1705, 2-1707, 2-1708, 2-1712 to 2-1720, 2-1722 to 2-1730, 2-1733, 2-1734, 
2-1737 to 2-1740, 2-1742, 2-1743, 2-1747 to 2-1755, 2-1757 to 2-1765, 2-1768, 2-1769, 2-1772 to 2-1775, 2-1777, 

45 2-1778, 2-1782 to 2-1790, 2-1792 to 2-1800, 2-1803, 2-1804, 2-1807 to 2-1810, 2-1812, 2-1313, 2-1817 to 2-1825, 
2-1827 to 2-1835, 2-1838, 2-1839, 2-1842 to 2-1845, 2-1847, 2-1848, 2-1852 to 2-1860, 2-1362 to 2-1870, 2-1873, 
2-1874, 2-1877 to 2-1880, 2-1882, .2-1883, 2-1887 to 2-1895, 2-1897 to 2-1905, 2-1908, 2-1909, 2-1912 to 2-1915, 
2-1917, 2-1918, 2-1922 to 2-1930, 2-1932 to 2-1940, 2-1943, 2-1944, 2-1947 to 2-1950, 2-1952, 2-1953, 2-1957 to 
2-1965, 2-1967 to 2-1975, 2-1978, 2-1979, 2-1982 to 2-1965, 2-1987, 2-1988, 2-1992 to 2-2000, 2-2002 to 2-2010, 

50 2-2013, 2-2014, 2-2017 to 2-2020, 2-2022, 2-2023, 2-2027 to 2-2035, 2-2037 to 2-2045, 2-2048, 2-2049, 2-2052 to 
2-2055, 2-2057, 2-2058, 2-2062 to 2-2070, 2-2072 to 2-2080, 2-2083, 2-2084, 2-2087 to 2-2090, 2-2092, 2-2093, 
2-2097 to 2-2105, 2-2107 to 2-211 5, 2-2118, 2-2119, 2-2122 to 2-2125, 2-2127, 2-2128. 2-21 32 to 2-2140, 2-2142 to 
2-2150, 2-2153, 2-2154, 2-2157 to 2-2160, 2-2162, 2-2163, 2-2167 to 2-2175, 2-2177 to 2-2135, 2-2188, 2-2189, 
2-2192 to 2-2195, 2-2197, 2-2198, 2-2202 to 2-2210, 2-2212 to 2-2220, 2-2223, 2-2224, 2-2227 to 2-2230, 2-2232, 

55 2-2233, 2-2237 to 2-2245, 2-2247 to 2-2255, 2-2258, 2-2259, 2-2262 to 2-2265, 2-2267, 2-2268, 2-2272 to 2-2280, 
2-2282 to 2-2290, 2-2293, 2-2294, 2-2297 to 2-2300, 2-2302, 2-2303, 2-2307 to 2-2315, 2-2317 to 2-2325, 2-2328, 
2-2329, 2-2332 to 2-2335, 2-2337, 2-2333, 2-2342 to 2-2350, 2-2352 to 2-2360, 2-2363, 2-2364, 2-2367 to 2-2370, 
2-2372, 2-2373, 2-2377 to 2-2385, 2-2387 to 2-2395, 2-2398, 2-2399, 2-2402 to 2-2405, 2-2407, 2-2408, 2-2412 to 
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2-252, 2-253, 2-258 to 2-262, 2-276, 2-282 to 2-284, 2-286 to 2-288, 2-291, 2-294 to 2-296, 2-298 to 2-300, 2-302 to 
2-304, 2-306 to 2-303, 2-310 to 2-312, 2-315, 2-322, 2-323, 2-325 to 2-332, 2-345, 2-346, 2-351 to 2-355, 2-369, 2-375 
to 2-377, 2-379 to 2-381 , 2-384, 2-387 to 2-389, 2-391 to 2-393, 2-395 to 2-397, 2-399 to 2-401 , 2-403 to 2-405, 2-408, 
2-415, 2-416. 2-418 to 2-425, 2-438, 2-439, 2-444 to 2-448. 2-462. 2-468 to 2-470, 2-472 to 2-474. 2-477, 2-480 to 

5 2-482, 2-484 to 2-486, 2-488 to 2-490, 2-492 to 2-494, 2-496 to 2-498, 2-501, 2-508, 2-509, 2-5 it to 2-518, 2-531, 
2-532, 2-537 to 2-541 , 2-555, 2-561 to 2-563, 2-565 to 2-567, 2-570, 2-573 to 2-575, 2-577 to 2-579, 2-581 to 2-583, 
2-585 to 2-587, 2-589 to 2-591, 2-594, 2-601, 2-602, 2-604 to 2-611, 2-624, 2-625, 2-630 to 2-634, 2-643, 2-654 to 
2-656, 2-658 to 2-660, 2-663, 2-666 to 2-668, 2-670 to 2-672, 2-674 to 2-676, 2-678 to 2-680, 2-682 to 2-684, 2-687, 
2-694, 2-695, 2-697 to 2-704, 2-717, 2-718, 2-723 to 2-727, 2-741, 2-747 to 2-749, 2-751 to 2-753, 2-755, 2-759 to 

10 2-761, 2-763 to 2-765, 2-767 to 2-769, 2-771 to 2-773, 2-775 to 2-777, 2-780, 2-787, 2-788, 2-790 to 2-797, 2-810, 
2-81 1 , 2-816 to 2-820, 2-834, 2-840 to 2-842, 2-844 to 2-846, 2-849, 2-652 to 2-854, 2-856 to 2-858, 2-860 to 2-862, 
2-864 to 2-866, 2-868 to 2-870, 2-873, 2-880, 2-881 , 2-883 to 2-890, 2-903, 2-904, 2-909 to 2-91 3, 2-927, 2-933 to 
2-935, 2-937 to 2-939, 2-942, 2-945 to 2-947, 2-949 to 2-951 , 2-953 to 2-955, 2-957 to 2-959, 2-961 to 2-963, 2-966, 
2-973, 2-974, 2-S76 to 2-983, 2-996, 2-997, 2-1002 to 2-1006, 2-1020, 2-1026 to 2-1028, 2-1030 to 2-1032, 2-1035, 

15 2-1038 to 2-1040, 2-1042 to 2-1 044, 2-1046 to 2-1046, 2-1050 to 2-1052, 2-1054 to 2-1056, 2-1059, 2-1066, 2-1067, 
2-1069 to 2-1076, 2-1089, 2-1090, 2-1095 to 2-1099, 2-1113, 2-111 9 to 2-1121 , 2-1 123 to 2-11 25, 2-1128, 2-1131 to 
2-1133, 2-1135 to 2-1137, 2-1139 to 2-1141, 2-1143 to 2-1145, 2-1147 to 2-1149, 2-1152, 2-1159, 2-1160, 2-1162 to 
2-1169, 2-1182, 2-1183, 2-1138 to 2-1192, 2-1206. 2-1212 to 2-1214, 2-1216 to 2-1213, 2-1221, 2-1224 to 2-1226, 
2-1228 to 2-1230, 2-1232 to 2-1234, 2-1236 to 2-1236, 2-1240 to 2-1242, 2-1245, 2-1252, 2-1253, 2-1255 to 2-1262, 

20 2-1275, 2-1275, 2-1281 to 2-1285, 2-1299, 2-1305 to 2-1307, 2-1309 to 2-1 311, 2-1314, 2-1317 to 2-1319, 2-1321 to 
2-1323, 2-1325 to 2-1327, 2-1329 to 2-1331, 2-1333 to 2-1335, 2-1338, 2-1345, 2-1346, 2-1348 to 2-1355, 2-1363, 
2-1369, 2-1374 to 2-1378, 2-1392, 2-1397 to 2-1405, 2-1408 to 2-1415, 2-1418, 2-1419, 2-1422 to 2-1424, 2-1423, 
2-1432 to 2-1440, 2-1443 to 2-1450, 2-1453, 2-1454, 2-1457 to2-1459, 2-1463, 2-1467 to 2-1475, 2-1478 to 2-1485, 
2-1488, 2-1489, 2-1492 to 2-1494, 2-1493, 2-1502 to 2-1510, 2-151 3 to 2-1520, 2-1523, 2-1524, 2-1527 to 2-1529, 

25 2-1533, 2-1537 to 2-1545, 2-1548 to 2-1555, 2-1558, 2-1559, 2-1 562 to 2-1564, 2-1568, 2-1572 to 2-1580, 2-1 533 to 
2-1590, 2-1593, 2-1594, 2-1 597 to 2-1599, 2-1603, 2-1607 to 2-1615, 2-1618 to 2-1625, 2-1628, 2-1629, 2-1632 to 
2-1634, 2-1638, 2-1642 to 2-1650, 2-1653 to 2-1660, 2-1663, 2-1664, 2-1667 to 2-1669, 2-1673, 2-1677 to 2-1685, 
2-1688 to 2-1695, 2-1698, 2-1699, 2-1702 to 2-1704, 2-1708, 2-1712 to 2-1720, 2-1723 to 2-1730, 2-1733, 2-1734, 
2-1737 to 2-1739, 2-1743, 2-1747 to 2-1755, 2-1758 to 2-1765, 2-1768, 2-1769, 2-1772 to 2-1774, 2-1778, 2-1782 to 

30 2-1790, 2-1793 to 2-1800, 2-1803, 2-1804, 2-1807 to 2-1809, 2-1813. 2-1817 to 2-1825, 2-1828 to 2-1835, 2-1838, 
2-1839, 2-1842 to 2-1844, 2-1848, 2-1852 to 2-1860, 2-1863 to 2-1670, 2-1873, 2-1874, 2-1377 to 2-1879, 2-1883, 
2-1887 to 2-1895, 2-1898 to 2-1905, 2-1908, 2-1909, 2-1912to 2-1914, 2-1918, 2-1922 to 2-1930, 2-1933 to 2-1940, 
2-1943, 2-1944, 2-1947 to 2-1949, 2-1953, 2-1957 to 2-1965, 2-1968 to 2-1975, 2-1978, 2-1979, 2-1982 to 2-1984, 
2-1988, 2-1992 to 2-2000, 2-2003 to 2-2010, 2-2013, 2-2014, 2-2017 to 2-201 9, 2-2023, 2-2027 to 2-2035, 2-2038 to 

35 2-2045, 2-2048, 2-2049, 2-2052 to 2-2054, 2-2056, 2-2062 to 2-2070, 2-2073 to 2-2080, 2-2083, 2-2084, 2-2087 to 
2-2089, 2-2093, 2-2097 to 2-2105, 2-2103 to 2-2115, 2-2118, 2-2119, 2-2122 to 2-2124, 2-2128, 2-2132 to 2-2140, 
2-2143 to 2-2150, 2-2153, 2-2154, 2-2157 to 2-2159, 2-2163, 2-2167 to 2-2175, 2-2178 to 2-2185, 2-2188, 2-2189, 
2-2192 to 2-21 94, 2-2198, 2-2202 to 2-2210, 2-2213 to 2-2220, 2-2223, 2-2224, 2-2227 to 2-2229, 2-2233, 2-2237 to 
2-2245, 2-2248 to 2-2255, 2-2258, 2-2259, 2-2262 to 2-2264, 2-2268, 2-2272 to 2-2280, 2-2283 to 2-2290, 2-2293, 

40 2-2294, 2-2297 to 2-2299, 2-2303, 2-2307 to 2-2315, 2-2318 to 2-2325, 2-2328, 2-2329, 2-2332 to 2-2334, 2-2338, 
2-2342 to 2-2350, 2-2353 to 2-2360, 2-2353, 2-2364, 2-2367 to 2-2369, 2-2373, 2-2377 to 2-2385, 2-2388 to 2-2395, 
2-2398, 2-2399, 2-2402 to 2-2404, 2-2403, 2-2412 to 2-2420, 2-2423 to 2-2430, 2-2433, 2-2434, 2-2437 to 2-2439, 
2-2443, 2-2447 to 2-2455, 2-2458 to 2-2465, 2-2468, 2-2469, 2-2472 to 2-2474, 2-2478, 2-2482 to 2-2490, 2-2493 to 
2-2500, 2-2503, 2-2504, 2-2507 to 2-2509, 2-2513, 2-2517 to 2-2522, 2-2524 to 2-2526, 2-2528, 2-2529, 2-2539 to 

45 2-2554, 2-2556 to 2-2558, 2-2560 to 2-2577, 2-2579 to 2-2581 , 2-2583 to 2-2594 and 2-3253 to 2-3322; still more 
preferred are Compounds Nos.: 1-3, 1-7, 1-11, 1-15, 1-19, 1-23, 1-27, 1-31, 1-35, 1-42, 1-45, 1-47 to 1-51; 1-65, 1-71, 
1-73, 1-39, 1-94, 1-97, 1-98, 1-101, 1-105, 1-109, 1-113, 1-117, 1-121, 1-125, 1-129, 1-136, 1-139, 1-141 to 1-146, 
1-159, 1-165, 1-167, 1-183, 1-190, 1-194, 1-198, 1-202, 1-206, 1-210, 1-214, 1-218, 1-222, 1-229, 1-232, 1-234 to 
1-238, 1-252, 1-258, 1-260, 1-276, 1-283, 1-287 ; 1-291, 1-295, 1-299, 1-303, 1-307, 1-311, 1-315, 1-322, 1-325, 1-327 

50 to 1-331, 1-345, 1-351, 1-353, 1-369, 1-376, 1-380, 1-384, 1-388, 1-392, 1-396, 1-400, 1-404, 1-408, 1-415, 1-418, 
1-420 to 1-424, 1-438, 1-444, 1-446, 1-462, 1-469, 1-473, 1-477, 1-481, 1-485, 1-489. 1-493, 1-497, 1-501, 1-508, 
1-511, 1-513 to 1-517, 1-531, 1-537, 1-539, 1-555, 1-562, 1-566, 1-570, 1-574, 1-578. 1-582, 1-586, 1-590, 1-594, 
1-601, 1-604, 1-606 to 1-610, 1-624, 1-630, 1-632, 1-648, 1-655, 1-659, 1-663, 1-667. 1-671, 1-675, 1-679, 1-683, 
1-687, 1-694, 1-697, 1-699 to 1-703, 1-717, 1-723, 1-725, 1-741, 1-748, 1-752, 1-756. 1-760, 1-764, 1-768, 1-772, 

SS 1-776, .1-780, 1-787, 1-790, 1-792 to 1-796, 1-810, 1-816, 1-818, 1-334, 1-841, 1-645. 1-849, 1-853, 1-857, 1-861, 
1-865, 1-869,. 1-873, 1-880, 1-833, 1-385 to 1-889, 1-903, 1-909, 1-911, 1-927,1-934, 1-938, 1-942, 1-946, 1-950, 
1-954, 1-958, 1-962, 1-966, 1-973, 1-976, 1-978 to 1-982, 1-996, 1-1002, 1-1004, 1-1020, 1-1027, 1-1031, 1-1035, 
1-1039, 1-1043, 1-1047, 1-1051, 1-1055, 1-1059, 1-1066, 1-1069, 1-1071 to 1-1075,1-1089, 1-1095, 1-1097, 1-1113, 
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1-1120, 1-1124, 1-1125, 1-1132, 1-1136, 1-1140, 1-1144,1-1146, 1-1152. 1-1159 1-1162 1-1164 to 1 116S 1 113? 
1-1138, 1-1190, 1-1206. 1-1213, 1-1217, 1-1221, ,- 1225 , 1-1229, 1-1233. 1-1237 -1241 1245 - , 2 

" '"J 261 ' 1-1275 1 " 1281 ' 1 - 1283 ' 1 " 1299 ' 1 - 1306 ' ^O. 1-1314. 1-1318 1-1322 - 326 -IS ' S" 

-1338. 1-1345. 1-1348. 1-1350.0 1-1354. 1-1368, 1-1374, 1-1376. 1-1392. 1-1397 o 1-1405 1-1408 1 14^0 1-14^2 
to 1-1415, 1-1418, 1-1422, 1-1428. 1-1432 to 1-1440, 1-1443, 1-1445, 1-1447 to 1-145 1-1453 1 1457 1 14^3 
- 467 to 1-1475, 1-1478, 1-1430/1-1482 ,o 1-1485, 1-1488, 1-1492. 1-1498. 1-1502 ,0 - 510 - 513 - JS" 
1-1517 to 1-1520, 1-1523, 1-1527, 1-1533, 1-1537 to 1-1545 1-1548 1-1550 1-1552 to 1 555 15? 
1-1568, 1-1572 to 1-1580, 1-1533, ,.,585. 1-1537 to 1-1590. 1-1593.' - 5' . Jg V 607 to - Sf " S 

Ml T , 1 6 1 77 2 f 1 " 1633 - ,0642 10 1 " 16S ° ; ; " 1655 - S to - 6 0' -" 6 3 

-1667, 1-1673, 1-1677 to 1-1635, 1-1688, 1-1690, 1-1592 to 1-1695. 1-1698 1-1702 1-1708 1-1712 to 1 i7Pn 
1-1723, 1-1725, 1-1727 to 1-1730, 1-1733, 1-1737, 1-1743. 1-1747 to 1-1755 - 758 - 760 762 to " 7^' 

MS V1782 t0 1 - 179 °' 1 " 1793: 1 " 1795; 1 " 1797t ° ^ S - 803.' - 807 - V 8 7 to 

1-1825, 1-1826, 1-1830, 1-1832 to 1-1835, 1-1833. 1-1342. 1-1848 1-1852 to 1-1860 1 1863 IS? ,«« 
1-1870, 1-1873, 1-1677, ,-1833, 1-1887 to 1-1895, 10898. 1-1900. 1-1902,0 1O90S M -1908 1 1912 f «,L f!L5 
to 1-1930. 1-1933, 1-1935. 1-1937,0 1-1940, 1-1943, 1-1947, 1-1953. 1 1 957 o 1 1965 1 -196 ^1970 1 19 2I0 

ooff 5 1 " 2 ° 36i 1 " 204 ° 1 ' 2042, ° 1 " 2045 < 1 - 2048 ' I" 20 ": 1-2053. 1-2062 to 1-2070 20t1 1 207^1 207? to 
1-2080. 1-2083, 1-2087, ,-2093, 1-2097 to 1 -2105, 1 -2103, 1-2110. 1-2112 to 1 -^l 5 1-21 18 1-2122 f 2 2 f 
to 1-2140,1-2143, 1-2145, 1-2147 ,0 1-2150, 1-2153, 1-2157. 1-2163. ,-2167 ,0 1-2175 1 2 76 i ^2,80 f?i"Sto 
1-2185, 1-2188, 1-2192, 1-2198, 1 -2202 ,0 1 -2210, 1 -221 3, 1-2215, 1-2217 ,c 1-2220 1-2223 2 27 ! S 33 , 2237 

-2290, 1-2293, 1-2297, 1-2303, 1 -2307 ,0 1 -23, 5, 1-2318, 1-2320, 1 -2322 to 1 -2325 1 -2328 f -2332 1-f 3 38 1 2L2 
to 1-2350, 1-2353, 1-2355, 1-2357 ,0 1-2360, 1-2363, 1-2367. 1-2373. 1-2377 t 1-2365 1 -238 M23^ ? ^n 

, 1 T^S 1 ; 2 ^ 2402 1 - 24 ° 8 ' 1 " 241 2 10 1 - 242 °' 1 " 2423 ^ 1 - 2425 ' 1 ' 2427 <° 1 ' f 2433 -2437 "1-2443 1 244? 

oc 24 5: 1 " 2458 ' 1 " 246 ° i 12462t ° 1 " 2465 ' 1 - 2468 ' I " 2472 ' 1-2473, 1-2482 to 1-24O0 1-2493 1 1-249 i , 240^ 
1-2500, 1-2503, 1-2507. 1-2513, 1-2517 ,0 1-2520, 1-2522 ,0 1-2524 1-2525 1-2528 1 2 1 P.to .ot o J. 
1-2543, 1-2545, 1-2547, 1 -2549 ,0 1 -2552. 1 -2554, 1 -2556, 1-2557, I^S^^fSi^SS 1 2572 
tOl-2575, 1-2577, 1-2579, 1-2580, 1-2583 to 1-2587, 1-2589, 1-2591 , 1-2593. 1-262 1-26^ 1-263?\ 2645 1 2650 
-2651, 1-2653, 1-2654. 1-2656, 1-2657, 1-2665,0,-2567, ,-2707,0,-2709 1-277 M-^^-^l tJS' 'SS' 

1- 2906, 1-2908, 1-2909. 1-3031, 1-3032, 1-3157. 1-3153, 1-3253 ,0 1-3322. 2-3 2-7 2 £ 2 ,5 2 ,1 2 23 2 27 
■ Q 2 f 2 " 42 ' 2 " 45 ' 2-47 ,0 2-51 , 2-65. 2-71 , 2-73. 2-89, 2-94. 2-97, 2-101 , 2-1 05 2-1 09 2 113 2 117 2 fif 2 125 

2- 129, 2-136, 2-139, 2-14, ,0 2-145, 2-159, 2-165, 2-167, 2-183. 2-190. ^jT^X^^Ti^'tlfA 
p"™ S"f 2 ' f 22 * 2 " 232 ' 2 " 234 t0 2 ' 238 ' 2 " 252 ' 2 " 258 ' 2 -260. 2-276, 2-283.' 2-287 2-291 ' 2 295 £299 5t£ 

Sinn !" 315 2 " 322 ' 2 " 325 ' 2 " 327 10 2 " 331 ' 2 " 345 ' 2 " 35 1. 2 -353. 2-36 9 ; 2-376 2-380 \ £ 2-^8 2 392 

2-396, 2-400, 2-404, 2-408, 2-415, 2-418, 2-420 ,0 2-424. 2-438, 2-444 2-446 2-462 2 469 2 S? P S pIpi' 

2-485, 2-489, 2-493, 2-497, 2-501 , 2-506, 2-511, 2-513 to 2-517 2-531,' ItS' 2-539 2-555 2 562 2^6 ttl' 

oil", Hl B ' 2 - 5B2 - 2 - 586 ' 2 - 59 ° 2 " 594 ' 2 - 601 ' 2 " 604 . 2 - 6 °6 to 2-610 2-624' 2-630 2 632 2-Ss 2 S' 2 659 

pIS' till till' 2 ' 615 ^ 2 " 683 ' 2 " 687 ' 2 " 694 ' 2 - 697 ' 2 " 699 «° 2-703 2-717 2-S3 2-S' 2 -IS ' 2-1X' 
2-752, 2-756, 2-760, 2-764, 2-768, 2-772, 2-776, 2-730, 2-787. 2-790 2-792 ,0 2-796 2-sTo 2 sie 2 fitfl HZ' 

p" S" , l 3 f 2 of" ? 26 2 - 1330 ' 2 -1334, 2-1338 ,2-1345 .2-1348. 2-1350^2-1354 2- Slo^L^el: ^ 
2-1397 ,0 2-1405, 2-1408, 2-1410, 2-1412 ,0 2-1415, 2-1418, 2-1422. 2-1428 2-1432 ftc 2-1 44C f ifS" 1 J 
2-1447 to 2-1450, 2-1453, 2-1457, 2-1463, 2-1467 to 2-1475, 2-1478. 2-1480,' 2- 482 o 2- S 2-" JS" 2 
2-1498, 2-1502 to 2-1510. 2-1513, 2-1515, 2-1517 to 2-1520, 2-1523 2-1527 2- 533 tfsaffo I S p" £2" 

.IS: JIS ZS2. ISZ JIS S ^ : : 5 r 1 1 E 

to 2-1965, 2-1968. 2-1970. 2-1972 to 2-1975. 2-1978, 2-1982, 2-1983, 2-1992 to 
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2-201 0, 2-201 3, 2-201 7, 2-2023, 2-2027 to 2-2035 : 2-2038, 2-2040 : 2-2042 to 2-2045, 2-2048, 2-2052, 2-2058. 2-2062 
to 2-2070, 2-2073, 2-2075, 2-2077 to 2-2080, 2-2083. 2-2087, 2-2093, 2-2097 to 2-2105, 2-2108, 2-2110, 2-2112 to 
2-2115, 2-2118. 2-2122. 2-2128, 2-2132 to 2-21 40, 2-2143, 2-2145 : 2-2147 to 2-2150,2-2153, 2-2157, 2-2163. 2-2167 
to 2-2175, 2-2178. 2-2180, 2-2182 to 2-2185. 2-2188. 2-2192 : 2-2193. 2-2202 to 2-2210. 2-2213. 2-2215, 2-2217 to 
2-2220, 2-2223, 2-2227, 2-2233, 2-2237 to 2-2245, 2-2248, 2-2250, 2-2252 to 2-2255, 2-2258, 2-2262, 2-2268. 2-2272 
to 2-2280, 2-2283. 2-2285, 2-2287 to 2-2290, 2-2293, 2-2297, 2-2303, 2-2307 to 2-2315, 2-2318, 2-2320, 2-2322 to 
2-2325, 2-2328, 2-2332, 2-2338 : 2-2342 to 2-2350, 2-2353, 2-2355, 2-2357 to 2-2360, 2-2363, 2-2367, 2-2373. 2-2377 
to 2-2385. 2-2338. 2-2390, 2-2392 to 2-2395, 2-2398, 2-2402, 2-2403, 2-2412 to 2-2420, 2-2423, 2-2425, 2-2427 to 
2-2430. 2-2433. 2-2437, 2-2443, 2-2447 to 2-2455, 2-2458, 2-2460, 2-2462 to 2-2465, 2-2468, 2-2472, 2-2478. 2-2482 
to 2-2490 2-2493. 2-2495, 2-2497 to 2-2500, 2-2503, 2-2507, 2-2513, 2-2517 to 2-2520, 2-2522, 2-2524, 2-2525, 
2-2528 2-2529 2-2539 to 2-2541, 2-2543, 2-2545, 2-2547, 2-2549 to 2-2552, 2-2554, 2-2556, 2-2557, 2-2560 to 
2-2564 2-2566 2-2568, 2-2570, 2-2572 to 2-2575, 2-2577, 2-2579, 2-2580, 2-2583 to 2-2587, 2-2589, 2-2591 . 2-2593 
and 2-3253 to 2-3322. 

[0094] The mosi preferred compounds are: 



55 



4- 
C- 

2- 

[5- 
4- 

2- 
2- 
3- 
1- 
3- 
3- 
3- 
1- 

A- 

2- 
2- 
2- 
2- 
3- 
2- 
2- 
2- 
3- 
1- 
3- 
2- 
2- 
4- 
2- 
2- 
2- 
2- 
4- 
4- 
2- 
2- 
2- 
2- 
2- 
4- 
4- 
2- 

4- 



3- Hninopropyi)-2-(4-fluorophenyl)-3-(pyndin-4-yl)-1 H-pyrrole, 
l ; -HcciyiHrnmopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4- fiuofopncnyl)-4-(3-methylaminopropyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
(4-fluorDphcnyl)-4-(pyridin-4-yl)-lH-pyrrol-3-yl]-(pyridin-4-yl)methanol, 

1 -acetyl- 1 2 3 5-telrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluuiup»iciiyn-3-(pyridin-4-yl)-4-(1 ,2,3,6-tetrahydropyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(piperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fiuorophcnyl)-l -(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 
1 -acetylpipcr;din-4-y|)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophcnyi)-i [1 -(2-nitrocthyl)pipcridin-4-yl]-2-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophonyl)-l -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophcnyl)-l -(piperidin-3-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 
a2etidm-3-yl)-3-(4-fiuorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 

3- dimeihy!aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4- fluorophenyl)-4-[3-(piperidin-1-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-[3-(1-methylpiperazin-4-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(l-methyl-1.2.3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-( 1 -methylpiperidin-4-yl)-3-(pyrldm-4-yl)-1 H-pyrrole. 
4-fluorophenyl)-2-(pyridin-4-yl)-1 -(2, 2, 6,6-tetramethylplperidin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-2-en-3-yl)-1 H-pyrrole, 
4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-3-yl)-1 H-pyrrole : 
4-fluorophenyl)-4-(4-hydroxypiperidln-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-2-(pyridin-4-yl)-1 -(quinuclidin-3-yl)-1 H-pyrrole, 
4-aminocyclohexyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-2-(2-methylaminopyrirnidin-4-yl)-1-(piperidin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2. 1 joct-2-en-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2. 1 ]octan-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluorophenyl)-3-(pyndin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ; 2,3,6-tetrahydro-2,2,6,6-tetramethylpyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-3-(pyridin-4-yl)-4-(2, 2,6, 6-tetramethylpiperidin-4-yl)-l H-pyrrole, 
4-fluorophenyl)-4-(2-methyl-1 ,2. 3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(6-methyl-1 , 2. 3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

1 -ethyl-1 ,2,3,6-letrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-{pyridin-4-yl)-1 H-pyrrole, 
1-ethylpiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(1 -isopropyl-1 ,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(1 -propyl-1 ,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(1 -phenethyl-1 ,2.3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophcnyl)-4-(1 ,2,3,5,8 ] 8a-hcxahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(1 ,2,3,5,6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
1,6-dimethyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
1,2-dlmethyl-1 ,2,3,6-tetrahydropyrldin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-fluorophenyl)-4-(1 ,2,2,6,6-pentamethyM ,2, 3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
3-dimethylamino-1 -propen-1 -yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole. 
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4-(4-aminobutyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-iH-pyrrole 

^(1-ethyl-6-methylO,2,3,6-tet ra hydropyridin-4.yl)-2-(4-fluorophenyl)-3-(pyridin-4.yr,- 1 H-p Vrro le 
-1-ethy,-^ 

1- ( J -dimethylaminopropyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-iH-pyrrole 

2- (4-fluorophenyl^ 

4- 6-a ly - -methy -1,2,3,6-tetrahydr 0 p y ridin^-yl).2-(4-fluorophenyl)-3-(pyridin-4-ylH ^pyrrole 

4- 6-benzy -1 -methyl- 1 .2.3,6-tetrahydropyridin^.yl). 2 -(4-fluorophenyl)-3-(pyridin -4-yl)-1H-pyrrole 
4-(2-benzyl-1-methyM.2,3,6-tetrahydro Py ridin^-yl)-2-(4-fluorophenyl-3-pyrW 

2- 4- luorophenyl)-4-(2-me.hyl-l-propyl-i,2,3,6-tetrahydropyridin-4- y i)-3-(pyridin-4-yl -IH^pyrro e 
2; 4- uorophen y l H -0 

2- 4- uorophenyl)-4-( l! 34 6,9 I 9a-hexahydro-2«-quino.izin-8-yl)-3-(pyridjn-4-yl)- 1 H-pyrrole,' 

2- 4- uoropheny -4- O o 2A5 c e,8a-hexahydroindol i zin-7-yl)-3-(2-me.hy b minopyrimid,n-4-yl)-i H-pyrrole 

2-J-"uo|ophenyl)-4-(l.2.3,5.S.8a-hexahydro^^ 

2-(3 : 4-dmuoroph e nyl)-4-(1.2,3 ! 5 ! 8 ; Ba-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-i«L P yrrole Pyrr °' e ' 

!" o'o f 3 " heXahydrOindoli2in - 7 -y | )- 3 -(Py ridin - 4 -/0-2-(3-trifluoromethyl P henyl)-i^pyrrole 
4- V2 3,5.6^8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl )-2-(3-trifluoromethylphenyl)-T H-pyrrole 
^-O-fluorophenyD^-d.a.S.S.S.ea-hexahydroindolizin-Z-yD-S-Cpyridin^-yl)- 1 H-pyrrole 

2-(3-fluoro P henyl)-4-(l,2,a5 ! 63a-hexahydroindolizin-7-yl)-3-( P yridin-4-yl)-lH- PV rrole' 
^-O-chlorophenyD^-d^^.S.S.Ba-hexahydroindolizin^-yD-S-fpyridin-^yO-iH-pyrrole 
2-(3-chlorophenyl)-4-(1 ,2,3,5,6,6a-hexahydroindolizin-7-yl)-3-(pyhdin-4-yl)- 1 H- P yrrole 
4-(1,2,3 i 5.8,8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-l H-pyrrole and 
4-(1,2,3,5.6,8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-lH-p y rrole; 

and pharmacologically acceptable salts, esters or other derivatives thereof 

[0095] It should be noted that the specific combination of substituents Ri, R2 and R3 shown in the above Tables 1 
t^ Ca rl aPP '!! d *? Subs,rtuents R1 - R2 — R3 in formu,ae (I-2), (,- 4 ) and (.-5) above 

SlrT l° mU>a ( " ^ecologically acceptable salts, esters and other derivatives thereof 

o IS rT Car ] be Pfepared 8CCOrdin 9 to a variet V of Passes well known in the art for the pre para ton 
of compounds of this type, for example as described in the following Methods A to M below. preparat.on 

Method A 

[0097] Method A is a method to prepare compounds of formula (1-1) of the present invention 
Reaction Scheme A 



R 2 -CH=( 



R 3 



R'-CH 

\ 



CN (2a) CHO 



NH 2 Step Al 

(la) 




[0098] In the above formulae, R\ R2 and R3 are as defined above. 
Step A1 



K3, m" v L ,SP ' apyrrolidine «*npound of formula (3a) is prepared by react.ng an aminonitrile comoound of 
lvn7ht> ' T a -. p - UnSa,Ura,ed oompound of formula (2a). This reaction is we,, known Sft?S2 o 

syn,het,c organ.c chem.stry and can be carried out using well known techn.ques. for exampie according th ^ 



BNSDOCID: <EP 107071 1A2_I_> 



254 





EP 1 070 711 A2 



described in EP 0733823, the contents of which are incorporated herein by reference thereto. 

[0100] In more detail, this Step is carried out in the presence of a base. There is no particular restriction on the nature 
of the bases used, and any base commonly used in reactions of this type may equally be used here. Examples of such 
bases include: alkali metal hydroxides, such as lithium hydroxide, sodium hydroxide and potassium hydroxide; alkali 

5 metal hydrides : such as lithium hydride, sodium hydride and potassium hydride; alkali metal amides : such as lithium 
amide, sodium amide, potassium amide and lithium bis(trimethylsilyl)amide; and alkali metal alkoxides, such as lithium 
ethoxide, sodium methoxide, sodium ethoxide and potassium t-butoxide. Of these, we prefer the lithium amides. 
[0101] The reaction is normally and preferably effected in the presence of a solvent. There is no particular restriction 
on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or on the reagents 

10 involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: aliphatic 
hydrocarbons, such as hexane and heptane; aromatic hydrocarbons, such as benzene, toluene and xylene; ethers, 
such as diethyl ether, diisopropyl ether, tetrahydrof uran and dioxane; and alcohols, such as methanol, ethanol, propa- 
nol, isopropanol and butanol. Of these, we prefer the ethers. 

[0102]. The reaction can take place over a wide range of temperatures, and the precise reaction temperature is not 
is critical to the invention. The preferred reaction temperature will depend upon such factors as the nature of the solvent, 
and the starting material or reagent used. However, in general, we find it convenient to carry out the reaction at a 
temperature of from -78°C to 100°C, more preferably from -78°C to room temperature. The time required for the reaction 
may also vary widely, depending on many factors, notably the reaction temperature and the nature of the reagents and 
solvent employed. However, provided that the reaction is effected under the preferred conditions outlined above, a 
20 period of from 10 minutes to 30 hours, more preferably from 1 hour to 20 hours, will usually suffice. 



[0103] In this Step, the desired pyrrole derivative of formula (1-1) of the present invention is prepared by the elimination 
2S of hydrogen cyanide and water from the compound of formula (3a) prepared in Step A1 above. These reactions are 
well known in the field of synthetic organic chemitry and can be carried out using well known techniques, for example 
according to the methods described in detail in EP 0733823. 

[0104] In more detail, this may be achieved by heating the residue obtained by distilling off the solvent from the 
product of Step A1 , or by heating the material obtained by extracting that residue, washing it with water and distilling 
30 off the solvent, preferably at a temperature not lower than 100°C, in the presence or absence of a solvent after com- 
pletion of the reaction of Step A1 . The reaction proceeds sufficiently in the absence of a solvent, but, when a solvent 
is used, the solvent is preferably inert and has a higher boiling point. Examples of suitable solvents include: toluene, 
xylene, dimethylformamide, dimethylacetamide, dimethyl sulfoxide, diglyme and diphenyl ether. 

35 Method B, Method C, Method D and Method E 

[0105] Method B, Method C, Method D and Method E are used to prepare compounds of formulae (I-2), (l-3), (I-4) 
and (I-5) respectively using the processes outlined in Reaction Schemes B to E below. 



Step A2 



40 



Reaction Scheme B 



R 2 -CH=( 
(2b) ( 





CN 



CHO 



45 




*** HO 



(lb) 



NH 2 



Step Bl 



H 

(3b) 



Step B2 



H 



d-2) 



so 



ss 
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Reaction Scheme C r1 - Ch = ch _ ch0 r1 

^ ^1L_ H0 ^c r ^ 

„ NHR Step CI 7, Ct ^ N R 

(lC) R 3 StepC2 ^ 3 

(3c) (I . 3) 

70 



O 

Reaction Scheme f) CH 2 — CH— c— r 1 

R — CH ^ R r»R' ^ R'A^' 

(,d) NHR St <* D1 « 2 StcpD2 

(3d) (1-4) 

20 



u Reaction Schemf E R»-CH=CH-CHO R= R J 

V . *~ ./^ N ^OH to- R N 



35 



40 



NHR' Step El R 2 | 



(le) ri StepE2 R 1 

30 (3e) (1-5) 



[0106] In the above formulae, FP , R2 and R3 are as detined above 



Method F 

Im-non !" T COmpOLJnds of ,ormula < M ) ° f »>« present invention wherein R3 is an aminomethyl aminoethvl 

IZZT " am,nOPr ° Penyl 9r ° Up ^ ^ <'' 1c > 0-1d) respect,ve. y] are prepared as shown' fn R e S 



45 



50 
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Reaction Scheme F 



NC 



o 2 shQkch 3 

(5) J "W 



(4) 



R 2 C0 2 R 13 R 2 CH 2 OH 



R 2 -CH=CH-C0 2 R 73 — .J \\ 



H 



(6) 



Reduction 



Step F2 



K N 



(7) 



R CHO 



75 



20 
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Oxidation 



Step F3 



NHiOH 



R 2 HC=NOH 



R - N - 
H 



(8) 



Step FS 
Condensation 




(CH 2 >2-CN 



H (12) 



StepFlO 

Reduction R N 
H 



IStepFU 
Reduction 

R 2 HC=CHCH 2 NH 2 



Old) 



Step F4 r 1 - - 

■ H 0) . 

Step F6 

Condensation 



R 2 HC=CHN0 2 

H (10) 

IStep F7 
Reduction 

R 2 (CHjfeNHj 
H 

(Mb) • 



w 

H 

(He) 



<CH 2 ) 3 -NH 2 



R - N 
H 



v StepF5 
Reduction 



R 2 CH 2 NH 2 
H 

•0-1 a) 



45 



[0109] In the above formulae : R 1 and R 2 are as defined above and R 13 is selected from the group consisting of 
hydrogen atoms, lower alkyl groups as defined and exemplified above and aralkyl groups as defined and exemplified 
above. 



Step F1 

[0110] In this Step, a pyrrole carboxylic acid derivative of formula (6) is prepared by reacting an u,p-unsaturated 
so compound of formula (4) with an isonitrile compound of formula (5). Reactions of this type are well known in the field 
of synthetic organic chemistry and can be carried out using well known techniques, for example according to the 
methods described in detail in R. Di Santo et al., Synthetic Communications, 25(6), pp. 795-802 (1995), the contents 
of which are incorporated herein by reference thereto. 

ss Step F2 

[0111] In this Step, a hydroxymethyl compound of formula (7) is prepared by reducing the pyrrole carboxylic acid 
derivative of formula (6) prepared in Step F1 above. Reduction reactions of this type are well known in the field of 



2S7 
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Step F3 



Step F4 



*° Step F5 



co.pln^oT^^ 

incorporated herein by reference thereto,. onem . 335 (1972), the contents of which are 



Step F6 



=55H==S==S5SS 



Step F7 



are incorporated herein by reference thereto. 1,1 contents of wh »ch 



45 Step F8 



50 



55 



Bar, 95. 581 (1 962). the contents of wh,ch are incorporated herein by reference thereto]. 



Step F9 
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method described in detail in S. M. Kerwin et aL J. Org. Chem.. 52, 1686 (1987) and T. Hudlicky et al., J. org. Chem., 
52, 4641 (1987), the contents of which are incorporated herein by reference thereto. 

Step F10 

5 

[01 19] I n this Step, the desired compound of formula (I -Ic) of the present invention is prepared by reducing the cyano 
group of the cyanoethyl compound of formula (12) prepared in Step F9 above. Reduction reactions of this type are 
well known in the field of synthetic organic chemistry and can be carried out using well known techniques, for example 
according to the methods described in detail in MM Yoon & H. C. Brown, J. Am. Chem. Soc, 90, 2927 (1968) and 
io J. Meinweld etal., J. Org. Chem., 29, 2914 (1964), the contents of which are incorporated herein by reference thereto, 
using lithium aluminum hydride or diisobutyl aluminum hydride. 

Step F11 

15 f0120] In this Step, the desired compound of formula (1-1 d) of the present invention is prepared by reducing the 
cyano group ot the cyanooletm compound of formula (11) prepared in Step F8 above. This reduction is carried out in 
a similar manner to that described in Step FlO above. 

[0121] Derivatives of the compounds of formula (Ma). (Mb), (l-lc) and (l-ld) prepared above in which a nitrogen 
atom of an amino group present therein is substituted can be synthesized by alkylating, acylating and/or sulfonylating 
20 said amino group according to techniques well known in the field of synthetic organic chemistry. 

Method G 

[0122] In this method, compounds of formula (1-1) of the present invention wherein R 3 is a heterocyclyl group which 
25, may optionally be substituted with at least one group selected from Substituent group a and Substituent group 8 and 
which is substituted with at least one group selected from Substituent group p and Substituent group y, as defined 
above, a heterocyclyl group having at least one nitrogen atom which may be optionally substituted with at least one 
group selected from Substituent group a and Substituent group 5, as defined above, or a group of the general formula 
-CH(OH)-(CH 2 ) k -R 4 (wherein R 4 is as defined above, and the moiety -CH(OH)-(CH 2 ) k - is a lower alkylene group as 
30 defined above for the group of formula X which is substituted with a hydroxy group, and k is 0 or an integer of from 1 
to 5) can be prepared, as shown in Reaction Scheme G below. 
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Reaction Scheme C 



10 



Rf,C0 2 H R 2 R 2 

Decarboxylation Silylation 



H 
(6a) 



H 

(13) 



Step G2 



Si(R 14 ) 3 
(14) 



75 



20 



25 



30 



Bromination 



Br 
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50 



R 4 -(CH 2 ) k ~CHO (19) 




(CH 2 ) k -R 4 



StepGlO 
Desilylation 



(CH 2 ) k -R 4 



55 In the above formulae, 



R 1 , R 2 , R 4 and k are as defined above 

the substi,uen, S R» may be the same or different from Qne ^ ^ . & ^ ^ ^ 
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of hydrogen atoms, lower alky! groups as defined and exemplified above and aralkyl groups as defined and ex- 
emplified above, and 

cyclic group B is a heterocycl group corresponding to the heterocyclyl group which may be optionally substituted 
with at least one group selected from Substituent group a and Substituent group 5 and which is substituted with 
5 at least one group selected from Substituent group f* and Substituent group y or the heterocyclyl group having at 

least one nitrogen atom : which may be optionally substituted with at least one group selected from Substituent 
group a and Substituent group 6 as defined above in the definition of R 4 . 

Step G1 

10 

[0123] In this Step, a di-substituted pyrrole compound of formula (13) is prepared by decarboxylating a carboxylic 
acid compound of formula (6a). Decarboxylation of the compound of formula (6a) can be performed by heating under 
acidic, alkaline or neutral conditions according to techniques conventionally used in synthetic organic chemistry, for 
example according to the methods described in detail in N. Yoshida et al., Yakugaku Zasshi, 93(5), 564-598 (1973), 
is the contents of which are incorporated herein by reference thereto. 

Steps G2 to G5 

[0124] In Step G2. a silyl compound of formula (14) is prepared by silylating the nitrogen atom at the 1 -position of 
20 ihe di-subsliluted pyrrole compound of formula (13) prepared in Step G1 above. 

[0125] In Step G3 ; a bromopyrrole compound of formula (1 5) is prepared by brominating the silyl compound of formula 

(14) prepared in Step G2 above with a brominating agent (for example, N-bromosuccinimide, etc.). 

[0126] In Step G4 ; a hydroxyheterocyclyl compound of formula (17) is prepared by lithiating the compound of formula 

(15) prepared in Step G3 above and then reacting it with a heterocyclyl ketone of formula (16). 

25 [0127] In Step G5. the desired compound of formula (l-le) is prepared by deprotecting (desilylating) the compound 
of formula (17) prepared in Step G4 above with a desilylating agent [e.g. tetrabutylammonium fluoride (TBAF)]. 
[0128] Each of the reactions in Steps G2 to G5 is well known in the field of synthetic organic chemistry and can be 
carried out using well known techniques. For example, the reactions in Steps G2 to G5 can be carried out according 
to the method described in detail in Brian L. Bray et al., J. Org. Chem , 55, 6317-6318 (1990), the contents of which 

30 are incorporated herein by reference thereto 

Step G6 

[0129] In this Step : an unsaturated heterocyclyl compound of formula (18) is prepared by subjecting the hydroxy- 
35 heterocyclyl compound of formula (17) prepared in Step G4 above to a dehydration reaction. Dehydration reactions 
of this type are well known in the field of synthetic organic chemistry and can be carried out using well known techniques. 
For example, the dehydration reaction can typically be carried out in the presence of an acid catalyst such as sulfuric 
acid, a solid catalyst such as alumina or a halogenating agent such as thionyl chloride [e.g. in accordance with the 
methods described in detail in G. H. Coleman & H. F. Johnstone, Org. Synth., 1, 183 (1941), R. L. Sawyer & D. W. 
40 Andrus, Org. Synth.. Ill, 276 (1955) and J. S. Lomas et al., Tetrahedron Lett., 599 (1971), the contents of which are 
incorporated herein by reference thereto]. Alternatively, the dehydration reaction of this step can be accomplished by 
a reaction using a trialkylsilane, such as triethylsilane, tripropylsilane or tributylsilane, and trifluoroacetic acid, for ex- 
ample in accordance with the method described in Francis A. Carey & Henry S. Tremper, J. Am. Chem. Soc, 91, 
2967-2972 (1969) : the contents of which are incorporated herein by reference thereto. 

45 

Step G7 

[0130] In this Step, the desired compound of formula (1-1 f) of the present invention is prepared by removing the 
protecting group (the silyl group) from the unsaturated heterocyclyl compound of formula (18) prepared in Step G6 
so above in a similar manner to that performed in Step G5 above. 

Step G8 

[0131] In this Step, the desired compound of formula (l-lg) of the present invention is prepared by reducing the double 
55 bond in the cyclic group B of the compound of formula (1-1 f) prepared in Step G7 above. This is carried out in a similar 
manner to the procedure described in Step F9 above. 



BNSDOCID: <EP 107071 1A2_I_> 



.261 



10 



15 



20 



25 



30 



35 



40 



EP1 070 711 A2 

Step G9 



StepGIO 



Method H 



Reaction Scheme H 



R 3 



R w Br r3 ~ l r2 * 3 

sV) St6PHl ? ,< Step H2 » W ^g 

s,(R >3 si(R ,4 ) 3 n 

(,5) (22) (1-1) 

[0136] In the above formulae, Ri, R* R3 and RM are as defined above and 
L represents a leaving group 



45 Step H1 



50 



55 



intermediate with a compound of forrn^a (2 1 » S^bs • t ^ ° 4 ab ° V6 and then reacUn 9 lhe lithial ^ 

we,, known in the IwEJ^SS ^^IL^S^ ^"I' """^ Pyrr °' e intermedia,e ° f *■ type are 
accordin 9 to the methods SJS^^^^^I^^ ^niT ^ teChn ^ es ' <° r «-">* 
ence thereto. *y/ui44y : the contents of which are incorporated herein by refer- 



Step H2 
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Method I 

[0140] In this method, compounds of formula (I) of the present invention wherein substituent R 3 is a group of formula 
-X-R 4 a! wherein R 4 a is a heterocyclyl group which may be optionally substituted with at least one group selected from 

5 Substituent group a and Substituent group 5 and which is substituted with at least one group selected from Substituent 
group p and Substituent group y, as defined above, a heterocyclyl group having at least one nitrogen atom : which may 
be optionally substituted with at least one group selected from Substituent group a and Substituent group 5, as defined 
above, or a group of formula -NR a R b , wherein R a and R b are as defined above, in which said group is bonded to the 
group X through the nitrogen atom in said group R* a .. can be prepared as shown in Reaction Scheme I below. 

10 - • 

Reaction Scheme I 

R 4 a-H 



15 



20 



25 



30 




[0141] In the above formulae, A, R 1 , R 2 , R 4 a , L and X are as defined above. 
35 Step 11 

[0142] In this Step, the desired compound of formula (la) of the present invention is prepared by reacting a compound 
of formula (23) with an amine compound of formula (24) so as to replace the group L with the group R* a . Nucleophilic 
substitution reactions of this type are well known in the field of synthetic organic chemistry and can be carried out using 

^0 well known techniques. This reaction is usually carried out in a solvent in the presence or absence of a base. 

[0143] There is no particular restriction on the solvent used, provided that it has no adverse effect on the reaction 
or the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents 
which can be used include: alcohols such as methanol, ethanol, propanol and isopropanol; ethers such as diethyl ether, 
diisopropyl ether, tetrahydrof uran and dioxane; aprotic polar solvents such as dimethylformamide, dimethylacetamide 

45 and dimethyl sulfoxide; nitriles such as acetonitrile; esters such as methyl acetate and ethyl acetate; aromatic hydro- 
carbons such as benzene, toluene and xylene; and aliphatic hydrocarbons such as pentane, hexane and heptane. 
[0144] Examples of the base which can be used include: alkali metal alkoxides such as sodium methoxide, sodium 
ethoxide and potassium t-butoxide: alkali metal hydrides such as sodium hydride and lithium hydride; alkali metal 
hydroxides such as sodium hydroxide and potassium hydroxide: alkali metal carbonates such as sodium carbonate 

so and potassium carbonate; and amines such as triethylamine, tributylamine, pyridine, picoline and 1 ,8-diazabicyclo 
[5.4.0]-7-undecene. 

[0145] A compound of formula (la*) of the present invention, which is a compound of formula (1a) wherein R^ is an 
amino group (-NH 2 ), can also be prepared via an azide compound (25) according to Steps 12 and 13 below. 

ss Step 12 

[0146] In this Step, an azide compound of formula (25) is prepared by reacting a compound of formula (23) with 
sodium azide in the presence of a solvent. 
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[0147] There is no particular restriction on the solvent used, provided that it has no adverse effect on the reaction 

^2^^^^ T n rr e I 6 rea96n,S ' * ' eaSl ,0 S ° me e * ent Samples ofluTabl SSS 
which can be used include, halogenated hydrocarbons such as dichloromethane. chloroform carbon tetrachloride and 

sTaTZZ: *T ? die!hy ' 6ther diiS ° Pr0Pyl 6,her ' and dte«ne^Si?S?2^S 

such as dime.hylformamide. d.methylace.amide and dimethylsulfoxide: ni.riles such as acetoni.ri.e- esters sue as 
methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, toluene and xylene aZatk hvdToS^ns 
such as pentane, hexane and heptane: and mixtures thereof aliphatic hydrocarbons 



Step 1 3 



™i h ? '° P o 6 Com P° und of for ™' a ("a") °f the present invention is prepared by reducing the azide 

compound of tormula (25) prepared in Step 12 above. Reduction reactions of this type are we., known in ? he LTd of 
synthefc orgamc chemistry and can be carried out using well known techniques, for example acccJSJTto the caS^t 

n^by"^ 



15 herein by reference thereto 
Method J 



M alT "". 5 mm °°- eompounas °< '° r ™ la !»»«•» P™»™ «>»«ntioa „aeraia R» , s a hmeroaryl grout, naviao 



can be prepared, as shown in Reaction Scheme J below. 
Reaction Scheme J 



30 



35 



40 



45 



R_L ' " 1 R 2 -NR c R d 



Step Jl 

R 3 
(26) 




[0150] In the above formulae, the cyclic qroup A FP R3 rc and R d arp ac ri^n^ 

having at leas, one mtrogen atom as Lined aoove in the defirS, of S and L I a fea'vSgZ' tIT 

5l5 9 lT U The .eavJ T' 2 - me,hanesU ''-ylpyrimidin-4-yl, 2-methanesulfony.pyr^in I y. ete ° 9 P ' ^ 

Step J1 

This step ,s earned out using a procedure similar to that used in Step 11 above 
50 Method K 

. |^SH~iaE~ 
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Reaction Scheme K 



5 






Dehydrogenatioiv 




NH 



NH 



or 



Step Kl 



w 



[0154] Dchydrogenation reactions of the type depicted in Step K1 above are well known in the field of synthetic 
organic rhcmistry and can be carried out using well known techniques, for example according to the method described 
in detail in G Wieslaw et al. t J Med. Chem., 28, 311-317 (1985). the contents of which are incorporated herein by 
reference thereto using a palladium-carbon catalyst. 

is [01 55] The compounds which can be used as starting materials in Method A to Method J above, that is the compounds 
of formulae i in) (lb). (1c), (Id), (1e), (2a), (2b), (2c), (2d), (2e), (4), (5), (6a), (16), (19), (21), (24) and (27), are either 
known compouncs themselves or are compounds which are easily obtainable by treating known compounds according 
to known rrethods (for example, according to the methods described in WO 97/5677. the contents of which are incor- 
porated herein by reierence thereto). The starting materials of formulae (23) and (26) in Methods I and J respectively 

20 can bo ens ly synthesized from known compounds by carrying out similar reactions to those described in Method A to 
Method E above 



25 [0156] In this method, a 4-oxopipcridinc compound of formula (35), which is a starting material falling within the 
scope o' the compouncs of formula (16) above, is prepared as shown in the following Reaction Scheme L. 



35 



40 



45 



50 



Method L 
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Reaction Scheme L 



10 



15 



20 



2S 



30 



35 



40 



45 



SO 



ss 



R 15 0 2 C Y R 7 

R 8 ^R S 
(28) 



R 10 -NH 2 
(29) 



Step LI 



R t5 0 2 C^R 7 

R°^rr 



R 15 0 2 C \Step L5 Stc P L2 



H rf R * 

R 10 R 11 



(36) 



r 15 o r R 7 R 5 .„ 
2 XV WC0 2 R' 6 

(32) 




Step L3 

Dieckmann reaction 



R 7 O 

r15 ° 2C <V^ t / rS 



>12 



R 9 R io R 

(33) 





O 


R 5 






//C0 2 R 16 


and/ ° r R 8 -^I 




(> 


R 9 


R 10 


R 11 






(34) 



Step L4 



Hydrolysis 
Decarboxylation 











R 9 > 10 


V 


(35) 





n? '? the / boV K e,ormulae - RS ' R? R8 . R 9 . R 10 ' R" and R« are as defined above, and Ris and Rie are the same 

or (Afferent and each ,s a .ower alkyl group as defined above or an aralkyl group as defined above. 

Steps L1 to L5 

[0158] In step Li . an amino ester compound of formula (30) is prepared by an addition reaction between an unsatu- 
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rated ester compound of formula (23) and an amine compound of formula (29). 

[0159] In Step L2, a diester compound of formula (32) is obtained by a further addition reaction between an unsatu- 
rated ester compound of formula (31) and the amino ester compound of formula (30) prepared in Step L1 above. 
[0160] In Step L3, the compound of formula (32) prepared in Step L2 above is subjected to Dieckmann reaction to 
s give a keto ester compound of formula (33) and/or formula (34). 

[0161] In Step L4, the compound of formula (33) and/or the compound of formula (34) prepared in Step L3 above is 
subjected to consecutive hydrolysis and decarboxylation reactions to prepare the desired 4-oxopiperidine compound 
of formula (35). 

[0162] Step L5 is an alternative process for the preparation of the diester compound of formula (32) and it involves 
to reaction of the unsaturated ester. compound of formula (28) with an amino ester compound of formula (36). This is 
carried out in a similar manner to that described in Step L2 above. Step L5 is preferably employed where the compound 
of formula (32) to be prepared is one wherein R 10 and R 11 together form an alkylene group having from 1 to 6 carbon 
atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting of Sub- 
stituent group a defined above.. Substituent group p defined above, Substituent group y defined above and Substituent 
is group 5 defined above. 

[0163] Each of the reactions in Steps L1 to L5 is well known in the field of synthetic organic chemistry and can be 
carried out using well known techniques. For example, the reactions in Steps LI to L5 can be carried out according to 
the method described in detail in U. M. Teotino, J. Org. Chem. : 27 : 1406 (1962), the contents of which are incorporated 
herein by reference thereto. 

20 

Method M 

[0164] In this method, a compound of formula (35a), which is a 4-oxopiperidine compound of formula (35) above 
wherein R 10 and R 11 together form an alkylene group having from 1 to 6 carbon atoms which is unsubstituted or is 
25 substituted with at least one substituent selected from the group consisting of Substituent group a defined above, 
Substituent group (5 defined above, Substituent group y defined above and Substituent group 5 defined above and 
each of R 5 , R 7 to R 9 and R 12 is a hydrogen atom can be prepared as shown in Reaction Scheme M below. 



Reaction Scheme M 



35 




(39) 



Hydrolysis 




Decarboxylation (35a) 

[0165] In the above formulae, R 17 and R 18 may be the same or different and each represents a lower alkyl group as 
50 defined and exemplified above or an aralkyl group as defined and exemplified above, R 19 and R 20 may be the same 
or different and each represents a lower alkyl group as defined and exemplified above or R 19 and R 20 together represent 
a lower alkylene group as defined and exemplified above, and W represents an alkylene group having from 1 to 6 
carbon atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting 
of Substituent group a defined above.. Substituent group (5 defined above, Substituent group y defined above and 
55 Substituent group 6 defined above. 

[0166] The two steps of Method M can be carried out according to the methods described in detail in O. Pollet et al., 
Heterocycles, 43 : 1391 (1996) and Anet et al., Austral. J. Scient. Res., <A3>, 635-640 (1950), the contents of which 
are incorporated herein by reference thereto. 
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[0167] After completion of each of the reactions described in the steps of Method A to Method M above, the desired 
compound may be isolated from the reaction mixture in a conventional manner. For example, it can be obtained by 
neutra .zing the reaction mixture as needed, removing insoluble matters by filtration, if any are present, adding organic 
solvents which are not misc.ble with each other, such as water and ethyl acetate, washing with water or the like 

^» n H T° r9a «L ye r tain ' n9 th6 deSif6d com P° u " d : df V in 9 rt over anhydrous magnesium sulfate or the like 
and then distilling off the solvent. 

[01 68] If necessary, the desired compound thus obtained can be isolated and purified by using a conventional method 
such as recrys.all.zat.on or repreciprtation or by a chromatographic method. Examples of chromatography include 
adsorption column chromatography using a carrier such as silica gel, alumina or magnesium-silica gel type Florisil 
chromatography - us.ng , a synthetic adsorbent, for example, partition column chromatography using a carrier such as 
Sephadex ,H-20 (product of Pharmacia), Amber.ite XAD-11 (product of Rohm & Haas) or Siaion HP-20 (product of 
M,tsub,sh, Chcm.cah. .on exchange chromatography and normal-phase-reverse-phase column chromatography (high- 
performance hqu.d chromatography) using a silica gel or alkylated silica gel. If necessary, two or more of these tech- 
niques can be used in combination to isolate and purify the desired compound 
' 5 SI 691 , , ' 10,croar y | - substi,uted Pyrrole derivatives of the present invention exhibit excellent inhibitory activity 
an T Q ! P Z f inflamma,or y cv,okines Consequently, they are effectrve as a med.cament, particularly as 

an agon. .c me prophylaxis or treatment of diseases mediated by inflammatory cytokines. Examples of such a med- 
.camon. include analgesics, anti-inflammatory drugs and virucides, and agents for the prophylaxis and treatment of 
chrome rhcurra.o.d ar,hr„,s, osteoarthritis, allergic diseases, asthma, septicaemia, psor.asis osteoporosis, autoim- 
mune d.seascs ,c g sys.em.c lupus erythematosus, ulcerative colitis and Crohn's disease), diabetes, nephritis hep- 
rn mS r,?ol C "'T r ,S , C f nce ' ' s , chemic heart disease ^d Alzheimer's disease. Of these, the compunds of the present 
nvention d e particularly useful as analgesics and anti-inflammatory drugs and as agents for the prophylaxis and 
treatment cf chronic rheumat.sm, osteoarthritis, allergosis, sepsis, psoriasis, osteoporosis; ulcerative colitis diabetes 
hepatitis and arteriosclerosis. ... ' UIQUClc;> > 

25 Thc <; ompounds of ,ormula <> > pharmacologically acceptable salts, esters and other derivatives thereof 

trZn 9 ° , P h ,'T n "° n bS adminis,ered b V a number of different routes. Examples of these adminis- 
trahon routes include oral admm.stration in the form of tablets, capsules, granules, powders or syrups and parenteral 

usr^" Ives's uch ieCti0nS , k SUpP ° Slt0rieS Such 'emulations can be prepared in a known manner by 

30 „ 7 , * , S ^ exc, P ,entS ' lubricants, binders, disintegrators, stabilizers, corrigents and diluents 

[0171 Examples of suitable excipients include: organic excipients, examples of which include sugar derivatives such 
as lactose sucrose, dextrose, mannitol and sorbitol, starch derivatives such as corn starch, potato starch a-starch 
dextrin ano carboxyme.hyl starch, cellulose derivatives such as crystalline cellulose, low-substituted hydroxyp opyl- 
ce lulose. hydroxypropylmethylcellulose, carboxymethylcellu.ose, calcium carboxymethylcellulose and sodium S- 
nally-crossl^nked carboxymethylcellu.ose. gum arable, dextran and pullulan: and inorganic excipients examples of 

Z^TT T al : d9 r atiV6£ SUCh 35 ^ SiNCiC aCid anhydride ' s y nthetic aluminu ™ ^ a " d ^gnesTum a.u 
al ca7c^m sufete S " ph ° Sphate ' ^"ates ««h as calcium carbonate, and sulfates such 

[0172] Examples of suitable lubricants include, stearic acid; metal salts of stearic acid such as calcium stearate and 
magnesium stearate: talc: colloidal silica; waxes such as bee gum and spermaceti; boric acid adipic ac id spates 
such as sodium sulfate: glyeo.: fumaric acid; sod.um benzoate; DL-.eucine; sodium sa„s of an a.iphat.c aci S 

and sMicic a^hvdraT 7 TT ^ ^ SilidC 3C ' d derivatives such a£ ■** -hydr de 

m,™ t V d S,arCn denvat,ves exemplified above as examples of suitable excipients 

wSJZZZZZ '^T S inC ' Ude POlyV ' nylp ^ r0 " done ' Macr °90l and compounds similar to those exem- 

45 !^ 4 i n H E K ample f, ° f SU ?f' e dis,n1e 9 ra,ors inc,ude compounds similar to those exemplified above as suitable excip- 

ZTc^ h 6d St3rCh ° f Ce " U,0Se denVa,iVeS SUCh as sodlum cross earmellose, sodium carboxymemy. 

starch and crosslmked polyvinylpyrrolidone. ' ' 

2!r2L Examples i 0 1 ' Su ' ,able s'abilizers include: paraoxybenzoate esters such as methylparaben and propylparaben 
slc^aL oh. C n T C H h ' 0r0bl ; tano1 ' benz y' a,coho1 and Pnenylethy, alcohol; benza.konium chloride; phenol derivatives 
sweetened T riT ^resol. th.merosal; dehydroacetic acid; and sorbic acid. Examples of suitable corrigents include 
sweeteners, acidif.ers and flavors commonly employed for this purpose 

IhlLof ZTT^^ COmpound of ,ormula <•> or a Pharmacologically acceptable salt, ester or other derivat^e 
™f 0 H accordln 9 *° ,hc Present invention will vary depending on a variety of factors including the condition to be 
I n J™ , Pat,Snt thS administra tion route. When administered orally, it is administered to an adult in 

ZnTcTntlLlTn 9 t (Pre l erab 'y 05 m9) ada V asa lower ™d 2000 mg (preferably 500 mg) a day as an upper 
limit. It can be adm.mstered in from one to several portions depending on the condition of the patient VVhen administered 

S^S^'SSS'T? '° an adutt in an amoun ' of 001 mg (pre,erably 0 05 m9) a day as a >°-mS -d 

200 mg (preferably 50 mg) a day as an upper hrnit. It can be administered in from one to several portions depending 
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on the condition of the patient. 

[0177] The following examples, preparative examples, formulation examples and test examples are intended to fur- 
ther illustrate the present invention and are not intended to limit the scope of this invention in any way. 

s Example 1 

4-(3-Aminopropyl)-2-(4-fluorophenvl)-3-(pvridin-4-vn-1 H-pyrrole (Compound No. 1-97) 
[0178] 

10 



15 




1 (i) 4-Ethoxycarbonyl-2-(4-fluorophenyl)-3-(pvridin-4-vl)-1 H-pyrrole 

[0179] 36 ml (54.7- mmol) „of a-1 .53 N solution of butyllithium in hexane were added to 240 ml of tetrahydrofuran. A 
solution of 15.90 g (54.7 mmol) of a-(p-toluene-sulfonyl)-4-fluorobenzylisonitrile in 120 ml of tetrahydrofuran was then 

25 added to the resultingsolution at -45°C, followed by stirring of the resulting mixture for 10 minutes at the same tem- 
perature. At the end oMhis-time, 25.00 g (273 mmol) of 95% lithium bromide were added, the resulting mixture was 
stirred for 30 minutes and then a solution of 8.73 g (49.2 mmol) of ethyl 3-(4-pyridyl)acry late in 1 20 ml of tetrahydrofuran 
was added. The resulting mixture was stirred at the same temperature for 1 hour and then the cooling bath was removed 
and the mixture was stirred at room temperature for a further 1 hour At the end of this time, 500 ml of water were 

30 added and the resulting mixture was extracted with ethyl acetate. The organic extract was washed with water and then 
dried over anhydrous sodium sulfate, after which it was concentrated by evaporation under reduced pressure to afford 
a solid. The solid was washed with diethyl ether to give 1 3.61 g (yield 69%) of the title compound as a pale yellow powder. 
[0180] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 8 ppm: 
8.34 (1 H, broad singlet); 

35. 8.51 (2H, doublet, J=7 Hz); 
7.58 (1H, doublet, J=3 Hz); 
7.21 (2H, doublet, J=6 Hz); 
7.11 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.97 (2H, triplet, J=9 Hz); 
40 4.18 (2H, quartet. J=7 Hz); 

1.20 (3H, triplet, J=7 Hz). 

1 (ii) 2-(4-Fluorophenvl)-4-hvdroxvmethvl-3-(pyridin-4-vl)-1 H-pyrrole 

45 [0181] 121 .4 ml (121 .4 mmol) of a 1 M solution of diisobutylaluminium hydride in toluene were slowly added dropwise 
to a solution of 12.56 g (40.47 mmol) of 4-ethoxycarbonyl-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (which was 
obtained in step (i) above] in 630 ml of tetrahyrofuran with ice-cooling. After completing the addition, the cooling bath 
was removed and the mixture was stirred at room temperature for 5 hours. At the end of this time, a saturated aqueous 
solution of ammonium chloride was added to the reaction mixture and the resulting mixture was extracted with ethyl 

so acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and then concentrated 
by evaporation under reduced pressure to give 10. 30 g (yield 99%) of the title compound as a pale orange powder. 
[0182] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 
10.52 (1H, broad singlet); 
8.46 (2H, doublet, J=6 Hz); 

ss 7.31 (2H, doublet, J=6 Hz); 

7.26 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.98 (2H, triplet, J=9 Hz); 
6.95 (1H, doublet, J=3 Hz); 
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4.50 (2H : singlet); 

3.49 (IK broad singlet). 



1 (iii) 2-f4-FluoroD henvlV4-formvl-3-fpvridin-4-vn-i H-ovrrole 

[0183] 1 18.00 g (440 mmol) of manganese dioxide were added to a solution of 10.73 g (40 mmol) of 2-(4-fluoroDh- 
enyl).4-hydroxymethyl-3-(pyhdin-4-yl).lH-pyrrole [prepared as described in step (ii) above] in 120 ml of dimethyl sul- 
foxide after wh.ch the resulting mixture was stirred at 50°C overnight. At the end of this time, the reaction mixture was 
filtered, water was added to the filtrate, and this was then extracted with ethyl acetate. The organic extract was washed 
with water, dried over anhydrous magnesium sulfate and then concentrated by evaporation under reduced pressure 

1 !°k, W8Shed With dfethyl 6ther t0 9ive 7 35 9 (V ie,d 69% ) ot the ™e compound as a brown powder 

[01 84] H-Nuclear magnetic resonance spectrum (500 MHz. CDCU-CD,OD) 5 DDm 
9.76 (1H, singlet); c 3 K 

8.48 (2H : doublet, J=6 Hz): 
is 7.59 (1H, singlet); 

7.26 (2H, doublet, J=6 Hz); 

7.19 (2H, doublet of doublets. J=9 Hz, 6 Hz): 

7.01 (2H, triplet, J=S Hz). 



1 (iv) 3-f2-(4-Fluorophenv l)-3-fpyridin^4-vn-l rt-Pvrrol-4-yllacrvlonitrile 



[0 85] 2. 92 ml (1 8.02 mmol) of diethylphosphonoacetonitrile were added to 1 6 ml of tetrahydrofuran and the resulting 
solution was added to a suspension of 786 mg (18.02 mmol) of 55% sodium hydride in 60 ml of tetrahydrofuran with 
ice-cooling, and the resulting mixture was then stirred at room temperature for 1.5 hours. At the end of this time a 
fnTTT ? 4 "?° 9 £ 5 f 2 , mm00 ° f 2 -( 4 - f,u ^P hen yO-4-formyl-3- (Py rid,n-4-yl).1 H-pyrrole [prepared as described 
n step („,) above] in 30 ml of tetrahydrofuran was added to this mixture and the resulting mixture was stirred at room 

ZTrlTV^l r' * th x" nd ° f thlS WatGr WaS 3dded t0 the reaCtion m,xture and the resu, ^9 mixture was 
extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and 
then concentrated by evaporation under reduced pressure to afford a solid which was washed with diethyl ether to give 
2.94 g (yield 68%) of the title compound as a pale brown powder. 
[0186] TH-Nuclear magnetic resonance spectrum (500 MHz, CDCL-DMSO-dc) 5 DDm 
11.30 (IK broad singlet); c 6 ' PP 

8.57 (2H, doublet, J=6 Hz): 
7.24 (1H, doublet, J=4 Hz); 
35 7.21 (1H, doublet, J=17 Hz); 

7.19 (2H, doublet of doublets, J=9 Hz, 5 Hz): 
7.13 (2H, doublet, J=6 Hz): 
6.97 (2H, doublet, J=9 Hz): 
5.39 (1H, doublet, J=17 Hz). 



1 (v) 4-(2-Cvanoethvl)-2-(4 -fluorophenvn-3-(pvridin-4-yl)-l H-pyrrole 



* 9 , ' k mm00 ° f 3 -f 2 -( 4 - f,uoro P hen yO-3-(pyridin-4-yl)-iH-pyrrol-4-yl]ac^^^ [prepared as de- 
4S p 94 o olVoo/^iH ] Were K d,SSOlved jn a mixture of 20 ml <* tetrahydrofuran and 20 ml of methanol, after which 

m ™° P T T Carb ° n W6re add8d tC the SO,Ul, ° n The mixture was st,rred under a hydrogen atmosphere 

at room temperature for 8 hours. At the end of this time, the reaction mixture was filtered and the filtrate was concen 

trated under reduced pressure. The resulting residue was washed with a mixture of 30 ml of diethyl ether and 30 ml 

of ethanol to g.ve 1 .80 g (yield 61%) of the title compound as a pale orange powder. 

[0188] 1 H-Nuclear magnetic resonance spectrum (500 MHz. CDCU) 8 ppm 
so 8.55 (2H, doublet, J=6 Hz); 

8.27 (1H, broad singlet); 

7.13 (2H, doublet of doublets, J=9 Hz, 5 Hz): 

7.12 (2H : doublet, J=6 Hz); 

6.98 (2H, triplet, J=9 Hz); 
ss 6.39 (1 H, doublet, J=3 Hz); 

2.38 (2H, triplet, J=7 Hz); 

2.43 (2H, triplet, J=7 Hz). 
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1 (vi) 4-(3-Aminopropvl)-2-i'4-fiuorophenyl)-3-(pvridin-4-vrt-1 H-pyrrole 

[0189] 1 .80 g (6.18 mmol) of 4-(2-cyanoethyl)-2-(4-fiuorophenyl)-3-(pyridin«4-yl)-1 H-pyrrole [prepared as described 
in step (v) above] were added to 100 ml of tetrahydrofuran and the resulting solution was slowly added dropwise with 

s stirring at room temperature to a suspension of 469 mg (12.36 mmol) of lithium aluminum hydride in 150 ml of tetrahy- 
drofuran. This mixture was stirred at 60°C for 30 minutes. At the end of this time, the reaction mixture was cooled to 
room temperature, 25 ml of water and 0.5 ml of a 15% aqueous solution of sodium hydroxide were slowly added to 
the reaction mixture and the resulting mixture was then filtered. The filtrate was concentrated under reduced pressure, 
after which the residue was dehydrated by azeotropic distillation under reduced pressure using toluene. This azeotropic 

10 distillation was carried out three times to give 1 .71 g (yield 94%) of the title compound as a white powder 

Melting point: 198 - 199°C 

[0190] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 8 ppm: 
75 11.16 (1H, broad singlet); 

8.46 (2K doublet, J=6 Hz); 

7.18 (2H ; doublet of doublets. J=9 Hz : 6 Hz); 

7.13 (2H, doublet, J=6 Hz); 

7.11 (2H, triplet, J=9 Hz); 
20 6.74 (1 H, doublet, J=3 Hz); 

2.49 (2H, triplet, J=7 Hz); 

2.41 (2H, triplet, J=G Hz); 

1.48 (2H, quintet, J=B Hz). 

25 Example 2 

2-(4-Fluorophenvl)-3-(pvridin-4-ylM-(3-trifluoroacetvlaminopropyl)-1 H-pyrrole (Compound No. 1 -2533) 



[0192] 3.3 ml (23.2 mmol) of trifluoroacetic anhydride were added to a solution of 685 mg (2.32 mmol) of 4-(3-ami- 
nopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (which was prepared as described in Example 1 above) in 70 
ml of tetrahydrofuran. The resulting mixture was stirred at room temperature for 30 minutes. At the end of this time, 
200 ml of a saturated aqueous solution of sodium hydrogencarbonate were added to the reaction mixture, and then 
4£ this was extracted with ethyl acetate. The organic extract was washed with water and concentrated by evaporation 
under reduced pressure. The resulting residue was purified by chromatography on a silica gel column using a 1:1 by 
volume mixture of hexane and ethyl acetate as the eluant to give 280 mg (yield 31%) of the title compound as a white 
powder. 

[0193] Melting point: 229 - 230°C 
so [0194] n H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 
10.09 (1H, broad singlet); 
8.49 (2H, doublet, J=6 Hz); 

7.93 (1H, broad singlet); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
55 7.13 (2H, doublet, J=6 Hz); 

6.94 (2H, triplet, J=9 Hz); 
6.74 (1H, doublet, J=3 Hz); 

3.29 (2H, doublet of doublets, J=13 Hz, 7 Hz); 



[0191] 



30 



35 



F 
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2.56 (2H, triplet, J=8 Hz): 
1.74 (2H, quintet, J=8 Hz). 

Example 3 

4-(3-AcetYlaminoDronv))^2-(4^fluorophenvl)-3-( D vridin-4-vh-lH-D V rrole (Compound No. 1-25281 
[0195] 



75 




20 Sd a f, Sim " ar T m l r h l " at deSCnbed ln EXBmp,e 2 3bOVe ' 3 reaClion was oul us>ng acetic anhydride 

instead of tnfluoroacet.c anhydnde to give the title compound (yield 99%) as a pale yellow powder 

Melting point: 216 -220°C 

2$ [01 97] i H-Nuclcar magnetic resonance spectrum (400 MHz. DMSO-d c ) 5 ppm 

11.19 (IK broad singlet); 6 W 

8.46 (2H : doublet, J=6 Hz); 

7.77 (1 H : broad triplet, J-5 Hz); 

7.18 (2H : doublet of doublets J=9 Hz. 5 Hz) 
30 7.15-7.08 (4H, multiplet): 

6.77 (1H, d, 2 Hz); 

2.99 (2H. doublet of doublets. J=1 3 Hz. 7 Hz) 1 
2.39 (2H, triplet, J=S Hz): 
1.75 (3H : singlet); 
35 1 .53 (2H : quintet, J=7 Hz). 

Example 4 



40 



45 



SO 



2-(4-Fluorophenyl)-4-(3-methvlaminopropvlV3^ o vridin-4-vn-1H-oyrrole (Compound No. 1-1011 
[0198] 




F-^W H 



4(i) 4-f3-(t-Butoxvcarbonv^ 

n°J! 9J , 1?!? mann ° r t0 th3t descrlbed in Exam P'e ^ above, a reaction was carried out using di-t-butyl dicarbo- 

[0200] i H-Nuclear magnetic resonance spectrum (400 MHz, CDCL) 6 DDm - 
8.51 (2H, doublet, J=6 Hz); 3 P 

8.26 (1H, broad singlet); 
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7.15-7.12 (4H, multiplet); 
6.96 (2H, triplet, J=G Hz): 
6.75 (1H, doublet, J=3 Hz); 
4.45 (1H, broad singlet): 
5 3.12-3.09 (2H, multiplet): 
2.54 (2H, triplet, J=£ Hz): 
1.57-1.63 (2K multiplet): 
1.43 (9H, singlet). 

to 4(ii) 2-(^-Fluorophenyl)-4-(3-methvlaminoDropvl)-3-(pvridin-4-vl)-1 H-pyrrole 

[0201] 400 mg (1.01 mmol) of 4-[3-(t-butoxycarbonylamino)propyl]-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole 
[prepared as described in step 4(i) above] were added to a suspension of 154 mg of lithium aluminum hydride in 8 ml 
of tetrahydrofuran. The resulting mixture was heated under reflux for 2 hours. At the end of this time : the reaction 
is mixture was worked up and then purified in the same manner as that described in Example 1 (vi) above to give 300 
mg (yield 96%) of the title compound as a white powder. 
[0202] Melting point: 1 93-1 98°C 

[0203] TH-Nuclear magnetic resonance spectrum (400 MHz : CDCI 3 ) 5 ppm: 

8.51 (2H, doublet, J=6 Hz): 
20 8.34 (1 H, broad singlet): 

7.17-7.12 (4H : multiplet); 

6.96 (2H, triplet, J=9 Hz); 

6.74 (1H, doublet, J^3 Hz); 

2.57 (2H, triplet, J=7 Hz): 
25 2.54 (2H, triplet, J=7 Hz): 

2.38 (3H, singlet); 

1.69 (2H ; quintet, J=7 Hz). 

Example 5 

30 

4-Aminomethvl-2-f4-fluorophenvl)-3-(pyridin-4-vl)-1 H-pyrrole dihydrochloride (Dihydrochloride of Compound No. 1 -95V 
[0204] 

35 



40 




5(i) 5-(4-Fluorophenyl)-4-(pvridin-4-vl)-1 H-pyrrole-3-carboxaldehvde Q-methyloxime 

•45 [0205] 0.33 g (9.58 mmol) of Omethylhydroxylamine hydrochloride and 1.56 ml (11.2 mmol) of triethylamine were 
added to a solution of 0.85 mg (3.2 mmol) of 2-(4-fluorophenyl)-4-formyl-3-(pyridin-4-yl)-1 H-pyrrole [prepared as de- 
scribed in Example 1(iii) above] in 17 ml of methanol. The resulting mixture was heated under reflux for 30 minutes, 
after which water was added to the reaction mixture which was then extracted with ethyl acetate. The organic extract 
was washed with water and concentrated by evaporation under reduced pressure. The resulting residue was purified 

so by chromatography on a silica gel column using ethyl acetate as the eluant to afford 728 mg (yield 77%) of the title 
compound as a pale yellow powder. 
[0206] Melting point: 242 - 24S°C 

[0207] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 
11.88 (1H, broad singlet); 
55 8.54 (0.2H : doublet, J=6 Hz); 
8.49 (1 .8H, doublet, J=6 Hz); 
7.38 (0.9H, singlet); 
7.76 (0.1 H, singlet); 
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10 



7.34 (0.9H, singlet); 
7.25-7.12 (SH, multiplet); 
6.98 (0.1H, singlet); 
3.92 (0.4H, singlet); 
3.71 (2.6K singlet). 



5(ii) 4-Aminomethvl-?-f4-fluoro D henvn.3W PV fidin-4-vlVl ^pyrrole dihvdrochlnriHo 

f^mm^ n! "** ^ ° 5 ° 9 01 10% pa,,adium on carbon added to a solution of 497 mg 

(1.68 mmol) of S^-fluorophenyD^^pyndin^-yD-iH-pyrrole-S-carboxaldehyde O-methyloxime [which was oreoarTd 

^ [0209] Melting point: 235 -240°C (decomposition) 

[021 0] 1 H-Nuclear magnetic resonance spectrum (500 MHz. CDoOD) 6 pom 
11.85 (1H : broad singlet); 3 } PP 

8.65 (2H, doublet, J=7 Hz); 
7.31 (2H : doublet, J=7 Hz); 
20 7.32 (2H : doublet of doublets, J=9 Hz. 5 Hz): 
7.24 (1 H : doublet, J=3 Hz); 
7.14 (2H, triplet, J=9 Hz); 
4.22 (2H, singlet). 

25 Example 6 

2±bFluom^^ 

[0211] 

30 



35 



40 



45 



50 




55 



[0212] 265 Ml (1905 mmol) of triethylamine and 96 mg (0 493 mmol) of 2.4.6-trifluorobenzoyl chloride were added 

(yieia 38 /©) of the title compound as a pale yellow powder. 9 
[0213] Melting point: 243 -245°C (decomposition) 

[0214] ^H-Nuclear magnetic resonance spectrum (500 MHz. DMSO-d c ) 5 onm 
11.41 (1H, broad singlet); 6 HH 

8.99 (1 H : broad triplet, J=5 Hz); 
8.46 (2H, doublet, J=6 Hz); 
7.29-7.19 (4H, multiplet); 
7.19-7.13 (4H, multiplet); 
6.94 (1H, doublet, J=3 Hz); 
4.27 (2H, doublet, J=5 Hz). 
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Example 7 

2-(4-FluorophenvtV3-(pvridin-4-vl)-4-(2.3.5.6-tetrafluoronyridin-4-v()-1 H-pyrrole (Compound No. 1 -2538) 
S [0215] 



F 



10 




7(i) 2-(4-Fluorophenyl)-3-(pyridin-4-vl)-1 H-pyrrole 

[0216] 15.00 g (48.3 mmol) of 4-ethoxycarbonyl-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 /-/-pyrrole [prepared as de- 
20 scribed in Example 1 (i) above] were dissolved in a mixture of 90 ml of acetic acid, 30 ml of sulfuric acid and 60 ml of 

water and the resulting solution was stirred at 100°C for 16 hours. At the end of this time, the reaction mixture was 

cooled to room temperature and then made alkaline with a 10% aqueous solution of sodium hydroxide. The resulting 

mixture was extracted with ethyl acetate and the organic extract was washed with water, dried over anhydrous sodium 

sulfate and then concentrated by evaporation under reduced pressure to give 11 .40 g (yield 99%) of the title compound 
2S as a pale red powder. 

[0217] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 5 ) 6 ppm: 

9.78 (1H : broad singlet); 

8.42 (2H, doublet, J=7 Hz); 

7.37 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
30 7.22 (2H, doublet, J=6 Hz); 

7.06 (2H, triplet, J=9 Hz); 

6.90 (1K triplet, J=3 Hz): 

6.47 (1H, triplet, J=3 Hz). 

35 7(ii) 2-(4-Fluorophenyl)-3-(pyridin-4-vl)-1 -triisopropylsilyl-1 H-pyrrole 



[0218] 31 ml (47.4 mmol) of a 1.57 N solution of butyllithium in hexane were added to a solution of 11.30 g (47 4 
mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in step 7(i) above] in 300 ml of tetrahy- 
drofuran at -78°C and the mixture was stirred for 10 minutes. At the end of this time, 1 3.4 ml (49.8 mmol) of triisopro- 

40 pylsilyl triflate were added to the reaction mixture at the same temperature. After removal of the cooling bath, the 
mixture was stirred at room temperature for 30 minutes. 200 ml of water and 300 ml of a saturated aqueous solution 
of sodium hydrogencarbonate were then added to the reaction mixture before extracting with ethyl acetate. The organic 
extract was washed with water, dried over anhydrous sodium sulfate and then concentrated by evaporation under 
reduced pressure to give 18.70 g (quantitative yield) of the title compound as a reddish purple oil. 
[0219] ""H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 
8.25 (2H, doublet, J=6 Hz); 
7.39 (2H, doublet of doublets. J=9 Hz, 6 Hz); 
7.28 (2H, triplet, J=9 Hz); 
7.00 (1 H, doublet, J=3 Hz); 

so 6.91 (2H, doublet, J=7 Hz); 
6.71 (1H, doublet, J=3 Hz); 
1.15-1.05 (3H : multiplet); 
0.98 (1 8H, doublet, J=6 Hz). 

55 7(iii) 4-Bromo-2>(4-fluorophenvl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 

[0220] A suspension of 8.61 g (47.4 mmol) of N-bromosuccinimide in 100 ml of tetrahydrofuran was added to a 
solution of 18.70 g (47.4 mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrole [prepared as de- 
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20 



2S 



scribed in step 7(ii) above] in 300 ml of tetrahydrofuran at -7a°r aftor u,hi^K .k 

same temperature for 6 hours After removal oHhe cSinn hi ih ^ reSU "' n9 m ' X,Ure W3S S,irred at ,he 

a further 1 hour At the end of this time 4m 1?^ k 9 ' W3S ,hen S,irred at room temperature for 

was removed by MraZ Z 2! 2"! ^ ^ * and ,he insolub,e mal ^' 
residue thus obtaine^^^ * «^ -der reduced pressure and the 

and ethyl acetate as the eluant to gl 9 T?SS 43^ of tt tf ™ T 9 * 2: 1 by VO ' Ume miXlUfe ° f hexane 
moon i u iu . 9 y D/ 9 (y,e,d 43 /o > of the trt ' e compound as pale yellow Drismatic crv^taiQ 

a£(Lt^ o.pnsmat.ccrysta.s. 



7.34 (2K doublet of doublets. J=9 Hz. 6 Hz) 
10 7.18 (2H : triplet J=9 Hz): 
7.12 (1H : singlet): 
7.04 (2K doublet, J=6 Hz): 
1.16-1.08 (3H multiplet): 
0.99 (1£H : doublet J=c Hz). 



7(iv) 2-(4-Ruorophenvr,-.^fpvrid t n^ V |>-4-/P 3 5.6-tetrafluornn y ri n,n-4-vlM H-ny rmio 

above] in 15 ml of tetrahydrofuran a -78°C an, n . hV™ "^'WV'- 1 ""Pyrrole (prepared as described in step 7(,ii) 
d 51 Lor) of pentafluoCyZe werf added o Z ret^mT ^ " ^ 8nd ° f ,hiS lime ' 1S * * 

££Ih 'ZXZXZST r ' sonan " spsc,rum <500 MHz ' co > OT > 5 pp- 

30 7.32 (1H, singlet); 

7.30 (2H, doublet of doublets. J=11 Hz 7 Hz) 
7.09 (2H. triplet J=11 Hz): 
7.06(2H ; doublet, J=8 Hz). 

55 Example 8 

(±)-f5-(4-Fluoropheny.)-4-fpyrirf, n -4-vl).l H-pvrrol - 3 - vll - r P vr id,n-4-vnm.th a n., rComoound No 1 ,2530) 
[0225] 

40 




50 



Sflj ^S^juoronh^^ 



mooTi iu m i ^ vyiclu oovo; as a pale 

ESffH. 1^TLThT° rCS ° nanCe SPeCtmm (5 °° MHZ ' CD3 ° D) 5 
55 8.21 (2H, doublet, J=6 Hz); 
7.38 (2H, doublet, J=7 Hz); 
7.29 (2H, doublet of doublets. J=9 Hz, 6 Hz)- 
7.17 (2H, doublet, J=6 Hz); 
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7.03 (2H, triplet, J=9 Hz); 
6.67 (1H, singlet): 
5.32 (1H, singlet): 
1.14-1.05 (3H. multiplet): 
* 1.01 (9H doublet, J=7 Hz): 
1.00 (9H. doublet. J=7 Hz). 

8(ii) (±)-[5-(4-Fiuorophenvl)-4-(pvridin-4-yi)-1 H-pvrrol-3-ylHpvridin-4-vl)methanol 

10 [0228] 0 59 ml (0.59 mmol) of a 1 M solution of tetrabutylammonium fluoride in tetrahydrofuran were added to a 
solution of 14= mg (0.295 mmmol) of [5-(4-fluorophenyl)-4-(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrol-3-yl]-(pyridin-4-yl) 
methanol |prcoared as described in step 8(i) above] in 3 ml of tetrahydrofuran. The resulting mixture was stirred at 
room temperature for 10 minutes, after which water was added to the reaction mixture and the resulting mixture was 
aciditicc with 1 N hydrochloric acid and then extracted with ethyl acetate. The water layer was made alkaline with 

75 potassium carbonate and then extracted with ethyl acetate. The organic extract was washed with water, dried over 
anhydrous sodium sultate and then concentrated by evaporation under reduced pressure. The residual oil thus obtained 
was soliditiod by the addition of isopropanol to give 83 mg (yield 82%) of the title compound as a white powder. 
[0229] Moiling cont 202 - 205°C 

[0230] 1 H-Nucioar magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 
20 11.39 (tH or end singlet). 

8.43 (2H duublet Jr6 Hz). 

8.41 (2H doublet JrG Hz) 

7.26-7.21 <4H multiplet) 

7.18(2H. doublet of doublets, J=9 Hz ; 6 Hz); 
2S 7.13 (2H triplet J = 9 Hz). 

6.55 (1 H. doublet J^3 Hzy 

5.77 (1H. doublet J = 5 Hz): 

5.54 (1H. doublet. J-4 Hz). 

30 Example 9 

4-(1-Acetvl-1.2.3.6-tetrahvdropvridin-4-vl)-2-(4-fluorophenvn-3-(pvridin-4-vn-1 H-pyrrole (Compound No. 1-2525) 
[0231] 



O 



40 




4 $ 9(i) 4'(l-Benzvl-4-hvdroxvpiperidtn-4-vlV2-(4-fluorophenvl)-3-(pvridin-4-vl)-1-triisopropylsilvh1 H-pyrrole 

[0232] In a similar manner to that described in Example 7(iv) above, a reaction was carried out using 1 -benzylpipe- 

ridine-4-one instead of penlafluoropyridine to afford the title compound (yield 61%) as white needle-like crystals. 

[0233] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 
50 8.21 (2H, doublet, J=6 Hz); 

7.35-7.15 (9H, multiplet); 

6.93 (2H, triplet, J=9 Hz): 

6.90 (1H, singlet); 

3.49 (2H, singlet); 
55 2.58-2.41 (4H, broad multiplet); 

2.00-1.91 (2H 5 broad multiplet); 

1 .33-1 .74 (2H, broad multiplet); 

1.20-1.10 (3H, multiplet); 
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1 .06 (1SH, doubled J=7 Hz). 

2 Afh««TS;.^« r 9 ,nix "" e was unds,a h>aro9en »> »»,«... f« 

L0235J H-Nuclear magnetic resonance spectrum (500 MHz. CD.OD) 5 ponr 
8.22 (2H, doublet, J=7 Hz): M 
7.27 (2H : doublet, J=6 Hz); 
7.21 (2H, doublet of doublets. J=9 Hz. 6 Hz)- 
6.94 (2H : triplet, J=9 Hz): 
75 6.92 (1H : singlet); 

2.98-2.90 (2H : multiplet); 

2.76- 2.68 (2H, multiplet); 
1.93-1.64 (2h\ multiplet); 

1.77- 1.69 (2H : multiplet); 
1.20-1.11 (3H, multiplet); 
1.07 (16H, doublet.. J=7 Hz). 

9(iii) ldl^£et^^ 

of 3 36 58 a (7 1 ^InTl £ T^T™ ^ ^ (29 ° mm0,) ° f ™««oa^ acid wore added to a solution 

[0239] ^H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d,) 6 pom 
1143 (1H, broad singlet); 6 KH 



45 



SO 



55 



8.48-8.44 (2H, multiplet); 
7.20-7.09 (6H, multiplet); 
6.96 (0.5H, doublet, J=3 Hz); 
6.94 (0.5H, doublet, J=3 Hz): 
5.32-5.29 (0.5H, broad multiple!); 
5.29-5.25 (0.5H, broad multiplet): 
3.92-3.68 (1H, multiplet); 
3.37-3.64 (1H, multiplet); 
3.50 (1H triplet, J=6 Hz); 
3.46 (1H : triplet, J=6 Hz); 
2.22-2.17 (1H 5 broad multiplet); 
2.16-2.11 (1H, broad multiplet); 
2.00(1. 5H, singlet); 
1.96 (1.5H, singlet). 
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Example 10 

2-(4-Fluorophenvl)-3-(pvridin-4-vl)-4-(1,2.3.6-tetrahvdropyridin>4-vl)-1 H-pyrrole dihvdrochloride (dihvdrochloride of 
Compound No. 1-143) 

[0240] 



10 




15 

[0241] 249 mg (0.689 mmol) of 4-(1 -acetyl-1 ,2.3 ! 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyr- 
role [prepared as described in Example 9 above] were dissolved in a mixture of 2.5 ml of methanol and 2.5 ml of water, 
after which 2.43 ml (9.646 mmol) of a 4 N solution of hydrogen chloride in dioxane were added to the solution. The 
resulting mixture was heated under reflux for 1 1 hours, after which the reaction mixture was concentrated by evaporation 
20 under reduced pressure and the residual solid was washed with hot isopropanol to give 216 mg (yield 80%) of the title 
compound as a pale yellow powder. 
[0242] Melting point: 290 - 295°C (decomposition) 

[0243] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

11.63 (1H, broad singlet); 
2S 8.54 (2H, doublet, J=7 Hz); 

7.74 (2H, doublet, J=7 Hz); 

7.29 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

7.14 (2H, triplet, J=9 Hz): 

7.06 (1H, doublet, J=2 Hz); 
30 5.51 -5.47 (1 H, broad multiplet); 

3.72 (2H, doublet, J=3 Hz); 

3.42 (2H, triplet, J=6 Hz); 

2.66-2.55 (2H, broad multiplet). 

35 Example 11 

2-(4-Fluorophenyl)-4-(piperidin-4-vn-3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1-142) 
[0244] 



45 




[0245] 1 20 mg of 10% palladium on carbon were added to a solution of 1 20 mg (0.306 mmol) of 2-(4-fluorophenyl)- 
so 3-(pyridin-4-yl)-4-(1, 2, 3,6-tetrahydropyridin-4-yl)-1 H-pyrrole dihydrochloride [prepared as described in Example 10 
above] in 10 ml of methanol. The resulting mixture was stirred under a hydrogen atmosphere at room temperature for 
1 hour, after which the reaction mixture was filtered. The filtrate thus obtained was concentrated by evaporation under 
reduced pressure. Water was added to the resulting residue and then this mixture was made alkaline with a 1 N aqueous 
solution of sodium hydroxide. The resulting precipitate was collected by filtration to give 84 mg (yield 85%) of the title 
55 compound as a pale red powder. 

[0246] Melting point: 265 - 267°C (decomposition) 

[0247] 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 
11.17 (1H, broad singlet); 
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8.48 (2H, doublet, J=6 Hz): 
7.20-7.04 (5H : multiplet); 
6.73 (1H, doublet, J=3 Hz): 
2.38 (2H. doublet, J=12 Hz); 
5 2.46 (1 H : triplet of triplets, J=12 Hz, 4 Hz) 
2.3S (2H, triplet, J=12 Hz); 
1.58 (2H. doublet. J=13 Hz): 

1.35 (2H. double doublet of triplets, J=1 3 Hz, 12 Hz, 4 Hz). 
10 Example 12 

HIlBonzv^^ (Compound Mn p.m 7) 

[0248] 

15 



25 




J 2(11 1 ■Benz v l-4-(pvf l din-4-vl) methvleneamino P iperidine 
50 [0249] S 57 ml (42 0i mmol) of 4-amino-l-benzylpiperidine were added to a solution of 3 95 ml ,42 01 mmnh n < 

^ L°?f ?L 1 ^ Nuclear ™flnetic resonance spectrum (400 MHz. CDCI,) 8 pprrv 
35 8. 08 (2H 5 doublet. J=6 Hz); 



8.30 (1H, singlet): 
7.60 (2H : doublet. J=6 Hz): 
7.38-7.22 (5H S multiplet): 
3.56 (2H, singlet): 
40 3.37-3.27 (1H, multiplet): 
3.00-2.90 (2H, multiple!): 
2.23-2.10 (2H, multiplet): 
1.96-1.83 (2H, multiplet): 
1 79-1.60 (2H, multiplet). 



45 



12(ii) (±>-^(l-Ben7vlpiperidin-4-yl ^mino-fx-fp Y ridin-4-vhacetonitriiP 

ss, h A cso^iits sss 2T,rr 9 r ridin - 4 - y,) - me,hy,eneaminopiperidine - *- 

so doovej ana y .22 ml (65.67 mmol) of 95% trimethylsilyl cyanide was stirred at 100°P for <* hnnrc 

[0252] H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 6 DDnv 
8.d7 (2H, doublet, J=6 Hz); 0 
55 7.50 (2H, doublet, J=6 Hz): 
7.37-7.22 (5H, multiplet): 
4.35 (1H, singlet); 
3.53 (2H, singlet); 
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2.98-2.77 (4H, multiplet): 
2.33-1.44 (5H, multiplet). 

I2(iii) 1'(l-Benzvlpiperidin>4-vn-3-(4-fluorophenvl)-2-(pvridin-4-vl)-1/-/-Pvrrole 

5 

[0253] 14.25 g (46.51 mmol) of a-(1-benzylpiperidin-4-yl)amino-a-(pyridin-4-yl)acetonitrile (prepared as described 
in step I2(ii) above] and 6.98 g (46.51 mmol) of 3-(4-fluorophenyl)acrolein were dissolved in 145 ml ofN,N-dimethyl- 
acetamide : 1.29 g (9.30 mmol) of potassium carbonate were added to the solution, and then this was stirred at room 
temperature for 5 hours. At the end of this time, water was added to the reaction mixture and then this was extracted 

10 with ethyl acetate. The organic extract was washed with water and then concentrated by evaporation under reduced 
pressure. 150 ml of ethylene glycol were added to the residue thus obtained and the resulting mixture was stirred at 
180°C for 1 hour. After cooling to room temperature, a saturated aqueous solution of sodium hydrogencarbonate was 
added to the reaction mixture which was then extracted with ethyl acetate. The organic extract was washed with water 
and then concentrated by evaporation under reduced pressure. The residue thus obtained was purified by chromatog- 

75 raphy on a silica gel column using a 1 :3 by volume mixture of hexane and ethyl acetate as the eluant to give 10.31 g 
(yield 49%) of the title compound as a pale brown powder. 
[0254] Melting point: 1 32 - 1 39°C 

[0255] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 5 ppm: 
8.51 (2K doublet, J=6 Hz); 
20 7.37-7.23 (5H : multiplet); 

7. 1 3 (2H : doublet, J=6 Hz): 

7.03 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.96 (1H, doublet, J^3 Hz); 
6.37 (2H, triplet, J=9 Hz); 

25 6.38 (1 H, doublet, J=3 Hz); 
3.37-3.60 (1H, multiplet); 
3.50 (2K singlet); 

2.97 (2H ; doublet, J=12 Hz); 
2.12-1.56 (6H, multiplet). 



f 30 

^ Example 13 



3-(4-Fluorophenvl)-1-(pineridin-4-vl)-2-(pyridin-4-vl)-1 H-pyrrole (Compound No. 2-142) 
35 [0256] 



40 



45 




so [0257] In a similar manner to that described in Example 9 (ii) above, 1 -(1 -benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2- 
(pyridin-4-yl)-1 /-/-pyrrole (prepared as described in Example 12 above) was debenzylated to give the title compound 
(yield 30%) as a white powder. • ■ 

[0258] Melting point: 191 - 192°C 

[0259] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 
55 8.62 (2H, doublet, J=6 Hz); 
7.15 (2H, doublet, J=6.Hz); 
7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
6.97 (1H, doublet, J=3 Hz); 
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6.36 (2K triplet, J=9 Hz): 
6.39 (1K doublet, J=3 Hz): 

3.97- 3.86 (1H, multiplet); 
3.17 (2K doublet.. J=12 Hz): 

2.53 (2H.. doublet of triplets. J=12 Hz 3 Hz) 

1.98- 1 .£2 (4H, multiplet). 

Example 14 

3-M-rluorophenYM- 1 . ( i. m ethvlpiporidin-4.y|^-f D vridin^„n . 1 ^ D vrrcl^r.^ n .,,^ 
[0260] 




*S %h XT'.'": £°m* ' Mora " c ' SPec " ur ' 1400 MHZ ' CDCW 8 Pom: 

7.14 (2H, doublet, J=6 Hz); 

7.04 (2K doublet of doublets. J=9 Hz 5 Hz) 
35 6.96 (IK doublet, J=3 Hz); 

6.37 (2H : triplet, J=9 Hz): 

6.39 (IK doublet. J=3 Hz): 

3.37-3.77 (1K multiplet): 

2.93 (2H : doublet, J=12 Hz) 
40 2.29 (3K singlet): 

2.13-1.85 (6H 5 multiplet). 



45 



50 



55 
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Example 15 



1-(1-Acetvlpiperidin-4"Vl)-3-(4-fluorophenvl)-2-(pyridin-4-vn-1 H-pyrrole (Compound No. 2-2524) 



5 



[0264] 




R 



w 



15 



20 

[0265] In a similar manner to that described in Example 3 above, a reaction was carried out using 3-(4-fluorophenyl)- 
1-(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 13 above) to give the title compound 
(yield 98%) as a white powder. 
[0266] Melting point: 223 - 224°C 
25 [0267] ^-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 8 ppm: 
8.64 (2H, doublet, J=6 Hz); 
7.15 (2H S doublet, J=6 Hz); 

7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
6.38 (2H, triplet, J=9 Hz): 

30 6.37 (1 H, doublet, J=3 Hz); 

6.41 (1H, doublet, J=3 Hz); . . . 

4.34-4.74 (1H, multiplet); 

4.05 (1H, doublet of triplets, J=12 Hz, 4 Hz): 
3.95-3.83 (1H, multiplet): 

35 3.08-2.97 (1H, multiplet); 
2.58-2.48 (1H, multiplet); 
2.13 (3H, singlet); 
2.04-1.78 (4H, multiplet). 

40 Example 16 

3-(4-Fluorophenvl)-1-f1-(2-nttroethyl)piperidin-4-vll-2-(pvridin-4-vl)-1 H-pyrrole (Compound No. 2-2537) 



[0268] 



45 



55 



SO 




N0 2 
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[0269] 1 86 mg (1 .40 mmol) of 2-nitroethyl acetate were added to a solution of 300 mn in or, m ™n o t* « 
resu.t.ng mixture was stirred a, room temperature for 30 minutes, after which the soLnt was dfs id off unde reduced 
s eTaTd witretlTace^he SOlU,,0n "'Z^ ^encarbonate was added to the SS^^SZ^Z 
TJn ^Z , ! w J 9an ' C 6X,raCt W3S Washed with wa,er ' dried over anhydrous magnesium sulfate and 

28 "w^TwZZ^*™ Unde L fedUCed pr6SSUre The residual «** was washed with'diethyie.he to give 
dbO mg (yield 76%) of the title compound as a white powder 

[0270] Melting point: 172- 173°C 

[0271] i H-Nuclear magnetic resonance spectrum (400 MHz, CDCM 5 com 
io 8.51 (2H : doublet, J=6 Hz); c PP 

7.13 (2K doublet, J=6 Hz): 
7.04 (2H : doublet of doublets. J=9 Hz. 5 Hz)- 
6.93 (1H : doublet, J=3 Hz); 
6.37 (2H : triplet, J=9 Hz); 
is 6.39 (1H : doublet, J=3 Hz): 
4.47 (2H, triplet, J=6 Hz); 
3.32 (IK doublet of triplets, J=12 Hz. 4 Hz) 
3.03-2.92 (4H, multiple!); 
2.16-1.65 (5H multiple!). 



20 



25 



Example 17 



3-(4-Fluor 0 phen Y l)-1 -r3-(mor P hol»n-1 -vl) P ropvll-2^ D vri d in-4-vh-1 H-vrrole (Compound No 2^25) 
[0272] 



30 



35 



40 



45 




[0273] In a similar manner to the procedures described in Examples iPirt ion\\ an n aoiww ^ 
[0274] Melting point: 111 - 112°C 

[0275] TH-Nuclear magnetic resonance spectrum (500 MHz CDCU) 5 onrrr 
8.59 (2H, doublet, J=6 Hz); J HH ' 

7.18 (2H : doublet, J=6 Hz); 
7.06 (2H, doublet of doublets. J=9 Hz. 5 Hz) 
6.39 (2H, triplet, J=9 Hz); 
6.34 (1H, doublet, J=3 Hz): 
6.34 (1H, doublet, J=3 Hz); 
3.96 (2H, triplet, J=7 Hz); 
3.64 (2H, triplet, J=5 Hz), 
2.33-2.22 (4H, multiplet); 
50 2.20 (2H, triplet, J=7 Hz); 
1.72 (2H, quintet, J=7 Hz). 



55 
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Example 18 

(±)-3-(4-Fluorophenyl)-2"(pvridin>4-vl)-1-(pvrrolidin-3-vl)»1H-pvrrole (Compound No. 2-1391 
s [0276] 




I8(i) (±)-1 -[1-(t-Butoxvcarbonvt)pyrrolidin-3-vl)-3-(4-fluorophenvl)-2-(pvridin-4-v0'1 H-pyrrole 

20 [0277] In a similar manner lo the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 

carried out using (±)-3-amino-1 -(t-butoxycarbonyl)pyrrolidine as a starting material instead of 4-amino-1 -benzylpipe- 

ridine to give the title compound (total yield 31%) as a brown amorphous solid. 

[0278] 1 H-Nuclear magnetic resonance spectrum (400 MHz ; CDCI 5 ) 5ppm: 

8.63 (2H, doublet, J=6 Hz): 
25 7.17 (2H, doublet, J=6 Hz): 

7.03 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

6.93-6.64 (3H, multiple!): 

6.41 (1H, doublet, J=3 Hz): 

4.70-4.55 (1H, multiplet): 
30 3.30-3.36 (4H, multiplet); 

2.30-2.12 (2H, multiplet): 

1.47 (9H, singlet). 

18(ii) (±)-3-(4-Fluorophenyl)-2-(pvridin-4-vl)-1-(pvrrolidin-3-vl)-1 /-/-pyrrole 

35 

[0279] 6.01 ml (24.05 mmol) of a 4N solution of hydrogen chloride in dioxane were added to a solution of 1.96 g 
(4.81 mmol) of (±)-1-[1-(t-butoxycarbonyl)pyrrolidin-3-yl]-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole [prepared. as 
described in step 18(i) above] in 10 ml of ethanol. The resulting mixture was stirred at 50°C for 30 minutes, after which 
the solvent was distilled off under reduced pressure. A saturated aqueous solution of sodium hydrogencarbonate was 
40 added to the residue thus obtained, and then this was extracted with ethyl acetate. The organic extract was washed 
with water, dried over anhydrous magnesium sulfate and then concentrated by evaporation under reduced pressure 
to give 1 .29 g (yield 87%) of the title compound as a pale yellow powder. 
[0280] Melting point: 145 - 147°C 

[0281] 1 H-Nuciear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 
45 8.61 (2H, doublet, J=6 Hz); 

7.16 (2H, doublet, J=6 Hz); 

7.05 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

7.00 (1 H, doublet, J=3 Hz); 

6.38 (2H, triplet, J=9 Hz); 
50 6.39 (1 H, doublet, J=3 Hz); 

4.51-4.53 (1H, multiplet); 

3.30-3.17 (2H, multiplet); 

3.10-2.97 (2H, multiplet); 

2.28-2.18 (2H, multiplet); 
55 2.11-2.01 (2H, multiplet). 
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Example 19 

(±)-3-(4-Fluorop^^ o ^ 
[0282] 




NH 



20 [0284] Melting point 189- 191 °C 

S? PH^iSSi 6 Hz) 61 " r6SOnanCe SPeCUUm (4 °° MH * CDC '^ 5 «™ 
7.15 (2H : doublet, J^6 Hz); 
7.04 (2H, doublet of doublets. J=9 Hz 5 Hz)- 
25 6.93 (1H, doublet, J=3 Hz); 

6.37 (2H, triplet J=9 Hz): 

6.38 (1H, doublet J=3 Hz); 

3.93 (1 H, triplet of triplets, J=11 Hz. 4 Hz) 
3.20-3.12 (1H, multiple!): 
3.05-2.96 (1H, multiplet); 
2.33 (1H, triplet, J=11 Hz); 
2.58 (1H, doublet of triplets. J=12 Hz 3 Hz)- 
2.17-2.08 (1H, multiplet): 
1.90-1.76 (2H, multiplet); 
1.58-1.43 (1H, multiplet). 

Example 20 



40 



3-(4-FI U orophenyl). 1 . f piperidin.4-vnmPthvl-2^ D vridin. 4 . v n. ^ . Dvrro , 6 ICcvn pnilnM ^ 0 m 
[0286] 




'^X^^Z^^T^ EX8mP ' eS ,8( " a " D ' 8( »> ~*« «•<• carried 

[0288] Melting point 174 - 176°C 



s ^ssinr resonance spec,rum (4 °° mhz ' cdc, 3 ) 5 *™ 

7.15 (2H, doublet, J=6 Hz); 
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7.06 (2H, doublet of doublets J=9 Hz, 5 Hz); 

6.38 (2H, triplet, J=9 Hz); 

6.79 (1H, doublet, J=3 Hz); 

6.34 (1H, doublet, J=3 Hz): 
5 3.75 (2H, doublet, J=7 Hz): 

3.05-2.95 (2H, multiplet); 

2.45 (2H, doublet of triplets, J=12 Hz, 2 Hz); 

1.52-1.52 (1H : multiplet); 

1.46-1.38 (2K multiplet): 
10 1.05-0.93 (2H, multiplet). 

Example 21 

1-(Azetidin-3-vl)-3-(4-fluorophenvl)-2-(pvridin-4-vn-1H-pyrrole dihydrochloride (Dihydrochloride of Compound No. 
is 2-136) 

[0290] 




2HCI 



H 



21 (i) 1-(1-Diphenvlmethvlazetidin-3-vl)-3-(4-fluorophenvl)-2-(pyridin-4-vn-1 H-pyrrole 

[0291] In a similar manner to the procedures in Examples 12(i), 12(ii) and 12(iii) above, reactions were carried out 

using 3-amino-1 -diphenylmethylazetidine as a starting material instead of 4-amino-1 -benzylpiperidine to afford the title 
35 compound (total yield 20%) as a pale brown powder. 

[0292] TH-Nuclear magnetic resonance spectrum (400 MHz : CDCI 3 ) 6 ppm: 

8.56 (2H, doublet, J=6 Hz); 

7.43-7.18 (11H, multiplet); 

7.07-7.02 (4H, multiplet); 
40 6.38 (2H 5 triplet, J=9 Hz): 

6.43 (1K doublet, J=3 Hz); 

4.74-4.66 (1H, multiplet); 

4.41 (1H, singlet); 

3.58-3.52 (2H, multiplet); 
45 3.34-3.28 (2H, multiplet). 

21 (ii) 1-(Azetidin-3-yl)-3-(4-fluorophenyl)-2-(pvridin-4-vl)-1 H-pyrrole dihydrochloride 

[0293] 0.45 ml of concentrated hydrochloric acid and 0.1 2g of 20% palladium hydroxide on carbon were added to a 
50 solution of 1 .20 g (2.61 mmol) of 1 -(1 -diphenylmethylazetidin-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole [pre- 
pared as described in step 21 (i) above] in 12 ml of ethanol. The resulting mixture was stirred under a hydrogen atom- 
osphere at 50°C for 20 hours. After cooling to room temperature, the reaction mixture was then filtered and the filtrate 
was concentrated by evaporaration under reduced pressure. The residual solid was washed with diethylether to give 
0.91 g (yield 95%) of the title compound as a pale yellow amorphous solid. 
55 [0294] 1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 5 ppm: 
9.34-9.64 (1H, broad singlet); 
9.58-9.37 (1H, broad singlet); 
9.30 (2H, doublet, J=6 Hz); 



BNSDOCID:<EP 107071 1A2 I > 



,287 



10 



15 



20 



25 



30 



EP 1 070 711 A2 

7.94 (1 H, doublet, J=3 Hz): 
7.64 (2H 5 doublet, J=6 Hz); 
7.25 (2H, triplet. J=S Hz): 
7.20-7.07 (4K multiplet): 
7.62 (1 H s doublet, J=3 Hz): 
5.19-5.03 (IK multiple!): 
4.43-4.23 (4H : multiplet). 

Example 22 

1-(3-Aminoprop Y l)^^ , Cnmpound Nq ^ 

[0295] 




22(i) 1 -(S-Benzvloxvpropvn-S-^-flnnmn hcnvn^^^^^^^^ „, pvrrn|o 

pound (total yield 34oI) as a b ?r n o!l 9 ° f ^^'^P^ne to g,ve the title com- 

Sh^ r6SOnanCe SPeCUUm (4 °° MHZ ' CDC, 3) « PPm: 

7.38-7.23 (5K multiplet): 
7.16 (2H, doublet, J=6 Hz): 
7.07 (2H, doublet of doublets. J=9 Hz 5 HzV 
35 6.39 (2H, triplet, J=9 Hz); 
6.31 (1H, doublet, J=3 Hz); 
6.34 (1H, doublet, J=3 Hz): 
4.41 (2H, singlet): 
4.03 (2H, triplet, J=7 Hz); 
3.36 (2H, triplet, J=7 Hz); 
1.36 (2H, quintet, J=7 Hz). 

22Qi) 3 ^-^^rophenvn-l-rq-hvdroxvnrn py n^ fpvrid 

[0298] In a similar manner to that described in Examole 9r ih phnv<* 1 <r> K « . 

ridin-4-yl)-i ^pyrrole [prepared as described in^oo , L ° ? ' ■ (3 - benz y |ox yP ro Py | )-3-(4-fluorophenyl)-2-(py- 
55%) as a white powder P ^ ( ' } aD ° Ve] W8S deben ^^ed to afford the title compound (yield 

[ ^hX^7hT c resonance speclrum (40 ° MH2 ' CDC,j) 6 ppm: 

50 7.19 (2H doublet, J=6 Hz); 

7.05 (2H S doublet of doublets. J=9 Hz 5 Hz)- 

6.39 (2H, triplet, J=9 Hz); 

6.37 (1H, doublet, J=3 Hz); 

6.36 (1 H, doublet, J=3 Hz); 
55 4.05 (2H, triplet, J=7 Hz); 

3.55 (2H, triplet, J=7 Hz); 

130 (2H, quintet, J=7 Hz). 



40 



45 
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22(iii) 3-(4-Fluorophenvl)-2-(pyridin-4-vlH -r3-(p-toluenesulfonvloxv)propylH H-pyrrole 

[0300] 1 .99 g (6.09 mmol) of p-toluenesulfonic anhydride and 0.95ml (6.09 mmol) of triethylamine were added to a 
solution of 1.64 g (5.53 mmol) of 3-(4-fluorophenyl)-1-(3-hydroxypropyl)-2-(pyridin-4-yl)-1 H-pyrrole [prepared as de- 
scribed in step 22(ii) above] in 16 ml of dichloromethane. The resulting mixture was stirred at room temperature for 2 
hours, after which the solvent was distilled off by evaporation under reduced pressure. The resulting residue was 
purified by chromatography on a silica gel column using a 1:1 by volume mixture of hexane and ethyl acetate as the 
eluant to afford 1 .33 g (yield 53%) of the title compound as a yellow powder. 

^-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 5 ppm: 
doublet. J=6 Hz): 
doublet. J=8 Hz); ' 



triplet J = 9 Hz): 
doublet J-3 Hz): 
doublet J-3 Hz): 
triplet J^7 Hz): 
triplet J-7 Hz): 
singlet). 

quintet. J-7 Hz). 





[0301] 


10 


8.57 (2H 




7.74 (2H 




7.35 (2H 




7.10 (2H 




7.03 (2H 


15 


6. 38 (2H 




6.71 (1H 




6.29 (1H 




3.95 (2H 




3.39 {2H 


20 


2.46 (3H 




1.34 <2H 



22(iv) i •(3-A/idoprooyr.-3-(4-fluorophenyl)-2-(pyridin-4-vl)-1 H-pyrrole 

25 [0302] 0 38 g (5 90 mmol) of sodium azidc were added to a solution of 1 .33 g (2.95 mmol) of 3-(4-fluorophenyl)-2- 
. (pyndm-4-yl)-l -[3-(p-toluenesulfonyloxy)propyl]-1 H-pyrrole [prepared as described in step 22(iii) above] in 13 ml of 
dimeihyisuifoxide. The resulting mixture was stirred at 70°C for 1 hour. At the end of this time water was added to the 
reaction mixture and then this was extracted with dichloromethane. The organic extract was washed with water and 
then concentrated under reduced pressure. The residue thus obtained was purified by chromatography on a silica gel 

30 column using a 11 by volume mixture of hexane and ethylacetate as the eluant to afford 100 mg (yield 11%) of the 
title compound as a pale brown powder. 

[0303] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI G ) 6 ppm: 

8.16 (2H. doublet. J=6 Hz): 

7.17 (2H S doublet, J=6 Hz): 

35 7.07 (2H : doublet of doublets J=9 Hz, 5 Hz): 
6.39 (2H. triplet, J=9 Hz): 
6.33 (1H, doublet, J=3 Hz): 

6.37 (1H, doublet, J=3 Hz): 
4.00 (2H, triplet, J=7 Hz): 

40 3.18 (2H : triplet, J=7 Hz): 
1 .78 (2H, quintet, J=7 Hz). 

22(v) 1 -(3-Aminopropvl)-3-(4-fluorophenyl)-2-(pyridin-4-vl)-1 H-pyrrole 

45 [0304] 20 mg of 10% palladium on carbon were added to a solution of 100 mg (0.31 mmol) of 1 -(3-aztdopropyl)-3- 
(4-fluoropenyl)-2-(pyridin-4-yl)-l H-pyrrole [prepared as described in Step 22(iv) above] in 2 ml of ethanol. The resulting 
mixture was stirred under a hydrogen atmosphere at room temperature for 1 hour, after which the reaction mixture was 
filtered and the filtrate was concentrated by evaporation under reduced pressure. The residual solid was washed with 
diethylether to give 43 mg (yield 47%) of the title compound as a pale yellow powder. 

so [0305] Melting point: 219- 222°C • ■ 

[0306] ''H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 
8.61 (2H, doublet, J=6 Hz); 
7.74-7.40 (2H S broad singlet); 
7.27 (2H, doublet, J=6 Hz); 

55 7.12-7.00 (5H, multiplet); 

6.38 (1H, doublet, J=3 Hz): 
3.97 (2H, triplet, J=7 Hz); 
2.60 (2H, triplet, J=7 Hz); 
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1.73 (2H, quintet.. J=7 Hz). 
Example 23 

2-f4-Fluoropheny.).3. (PYridi n.4-v^ ( Comeound No - 129J 

[0307] 




23ffl Ethyl 3-f2-f4-fl uoroph en vH^ -( PV ridin-4-vlVi H. pvrfoM . v , 1aery lflte 



*~a„ u u NU . C ' ear magnetic re *onance spectrum (400 MHz. CDCU) 5 PP m 
8.d4 (1 H : broad singlet); J KH 

6.56 (2H ; doublet : J=6 Hz): 

7.54 (1H 5 doublet, J=16 Hz): 
25 7.16 (2H : doublet : J=6 Hz): 

7.16-7.13 (3H, multiplet); 

6.9g (2H, triplet, J=9 Hz): 

6.07 (1H : doublet, J=16 Hz); 

4 20 (2H, quartet. J=7 Hz) 
30 1.28 (3H, triplet. J=7 Hz) 



23(ii) 4-f2-Ethoxycarb^^ 

as a pale brown powder described ,n ste P 23(0 above] was reduced to afford the title compound (yield 73%) 

EIw resonance spectrum (400 MHz ' CDC, 3) 5 pp- 



8.33 (1H, broad singlet); 
40 7.15 (2H, doublet, J=4 Hz): 

7.16-7.12 (2H, multiplet); 

6.96 (2H : triplet, J=9 Hz); 

6.74 (1 H, doublet, J=3 Hz); 

4.11 {2H, quartet, J=7 Hz); 
4* 2.35 (2H, triplet, J=6 Hz); 

2.50 (2H, triplet, J=6 Hz); 

1.23 (3H, triplet, J=7 Hz). 



50 



55 



23fiii) 2-(4-Fluoroph envl)-4-^^ 

to afford the ,H.e compound (yield 9, %) 2 " ^ ^p21 ' " 9 ' i,hiUm hydride 

EI %hX^,1T^ c resonance spec,rum (40 ° MH2 ' CDC, = ) 5 



8.23 (1 H, broad singlet); 
7.17-7.12 (4H, multiplet); 
7.00 (2H, triplet. J=9 Hz); 
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6.75 (1H, doublet, J=3 Hz); 

3.55 (2H, triplet, J=6 Hz); 
2.51 (2H, triplet, J=£ Hz): 
1.79-1.72 (2H. multiplet): 

s 1.51 (1H ; broad singlet). 

23(iv) 2-(4'Fluorophenvl)-3-(pvridin'4-vl)-4-[3-(P'toluenesulfonyloxv)propvn-1 rt-pyrrole 

[0314] In a similar manner to that described in Example 22(iii) above, p-toluensulfonylation was carried out using 2- 
io (4-fluorophenyl)-4-(3 -hydroxypropy!)-3-(pyridin-4-yl)-1 rV-pyrrole [prepared as described in step 23(iii) above] to afford 
the title compound (yield 71%) as a pate yellow powder. 
[0315] TH-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 6 ppm: 

8.49 (2H, doublet, J=6 Hz); 
6.20 (1H : broad singlet); 

15 7.59 (2H, doublet, J=8 Hz): 

7.33 (2K doublet, J=8 Hz); 

7.12 (2H : doublet ot doublets. J=9 Hz, 5 Hz); 

7.08 (2H : doublet, J=6 Hz); 

6.96 (2H : triplet, J=9 Hz); 
20 6.59 (1 H, doublet, J=3 Hz); 

4.00 (2H, triplet, J=6 Hz); 

2.56 (2H, triplet, J=6 Hz); 
2.44 (3H, singlet); 
1.31-1.74 (2H, multiplet). 

25 

23(v) 2-(4-Fluoroc>henvl)-3-(pvridin-4-vl)-4-f3-(thiomorpholin-1 -yl)propyl1-1 H-pyrrole 

[031 6] 1 63 mg (1 . 1 8 mmol) of potassium carbonate and 1 22uJ ( 1 .29 mmol) of thiomorpholine were added to a solution 

of 450 mg (1.07 mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-[3-(p-toluenesulfonyloxy)propyl]-1 H-pyrrole [prepared 
30 as described in step 23(iv) above] in 50 ml of acetonitrile. The resulting mixture was heated under reflux overnight. 

After cooling the reaction mixture to room temperature, water was added and then this was extracted with ethyl acetate. 

The organic extract was washed with water and then concentrated by evaporation under reduced pressure. The residue 

thus obtained was purified by chromatography on a silica gel column using a 95:5 by volume mixture of ethyl acetate 

and methanol as the eluant to give 340 mg (yield 83%) of the title compound as a pale yellow powder. 
35 [0317] Melting point: 205 - 207°C 

[0318] ""H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

8.51 (2H, doublet, J=6 Hz); 

8.20 (1 H : broad singlet); 

7.14 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
40 7.13 (2H, doublet, J=6 Hz); 

6.96 (2H : triplet J=9 Hz); 

6.72 (1H, doublet, J=3 Hz); 

2.55 (8H, singlet); 

2.50 (2H, triplet, J=£ Hz); 
45 2.35 (2H : triplet, J=6 Hz); 

1.56 (2H ; quintet, J=8 Hz). . 
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Example 24 

4-[3-n -Benz yl pip ft ^, 7i ^^■ Y , ) p r o PV ,^ ? . M . f |,, n^nnhenvr ,,,, /n>/^i , ; „, / _ r n , /ft ^ ^ < ^ ^ 

[0319] 




20 8.25 (1H brocd singlel). 

7.31 (4H doublet. J=4 Hz). 
7.25-7 22 (1H. multiplet). 
7.13 (2H double! of doublets J=9 Hz. 5 Hz) 
7.13 (2H. doublet. J = 5 Hz): 
6.96 (2H triplet. J=S Hz) . 
6.72 (1 H. doublet. J = 2 Hz): 
3.50 (2H. singlet): 
2.50 (2H. triplet. J-5 Hz): 
2.44 (SH broad singlet): 
2.34 (2H. triplet. J=5 Hz) 
1.59 (2H. quintet, J=8 Hz). 

Example 25 



2-(4-FI U orophen y ,)-4- [ 3- (p , p e f a 7l n. 1 - v ,)p r n pu , 1 . 3 . (Dvridin . 4 , >/ ,, 1 , CompOMnr| Nn ^ 

[0323] 



40 



50 



55 




compound ( yi ., a « , ^ „££~ '""™ B ° " "* mpte 24 ab °"> ««• ««"n Z ylat M lo give the title 

[0325] Melting point: 162 - 164°C 

sZIh^TLThT resonance spec,rum (40 ° MHZ ' CDCI => 6 ppm: 

8.20 (1H, broad singlet); 

7.14 (2H, doublet of doublets. J=9 Hz 5 Hz) 

7.14 (2H, doublet, J=6 Hz): 

6.96 (2H : triplet, J=S Hz); 

6 73 (1H, doublet, J=2 Hz); 

2.37 (4H, triplet, J=5 Hz); 
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2.51 (2H, triplet, J=£ Hz); 
2.36 (4H, broad singlet); 
2.32 (2H, triplet, J=£ Hz); 
1.70 (2H, quintet, J=8 Hz) 



5 



Example 26 



4-(3-Dimethvlaminopropvl;-2>(4-fluorophenvl)-3-(pvridin-4>vl)-1H-pyrrole (Compound No. 1-109) 



10 



[0327] 



75 



F 




N 



CH 3 



.CH 3 



20 



[0328] In a similar manner to that described in Example 23(v) above, a reaction was carried out using dimethylamine 
instead of thiomorpholine to give the title compound (yield 66%) as a white powder. 
[0329] Melting point: 177 - 179°C 

[0330] 1 H-Nuclear magnetic resonance spectrum (500 MHz.. CDCI 3 ) 5 ppm: 
2S 8.51 (2H, doublet, J=5 Hz): 

8.24 (1H, broad singlet): 

7.15-7.13 (2H,multipiet); 

7.14 (2H S doublet, J=5 Hz): 

6.96 (2H, triplet, J=9 Hz); 
30 6.74 (1 H, doublet, J=2 Hz); 

2.52 (2H. triplet, J=8 Hz); 

2.28 (2H, triplet, J=6 Hz); 

2.19 (6H, singlet): 

1.74-1.59 (2K multiplet). 

35 

Example 27 

2-(4-Fluorophenyl)-4-f3-(morpholin-1-vl)propyll-3-(pvridin-4-yl)-1 H-pyrrole (Compound No. 1-125) 



so [0332] In a similar manner to that described in Example 23(v) above, a reaction was carried out using morpholine 
instead of thiomorpholine to give the title compound (yield 45%) as a pale yellow powder. 
[0333] Melting point: 182 - 183°C 

[0334] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 
8.62 (1H, broad singlet); 
55 8.50 (2H, doublet, J=5 Hz); 
7.17-7.12 (2H, multiplet); 
7.14 (2H, doublet, J=5 Hz); 
6.96 (2H, triplet, J=9 Hz); 



40 



[0331] 



45 
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6.73 (1H : doublet, J=3 Hz): 
3.70-3.63 (4H, multiple!); 
2.53 (2H. triplet, J=S Hz); 
2.41 -2.34 (4H. multiple!): 
2.33 (2H : triplet, J=B Hz); 
158 (2H : quintet, J=8 Hz). 

Example 28 

2-(4-Ruo r o P hen Vl M- f 3-(pipe^^^ ^ 
[0335] 




[0336] In a similar manner to that described in ExamDle a h™« 

8,19 (1H, broad singlet): 
7.14 (2H : doublet of doublets. J=9 Hz 6 Hz) 
6.96 (2H, triplet. J=9 Hz): 
30 6.74 (1 H, doublet, J=2 Hz): 
2.50 (2H, triplet, J=6 Hz): 
2.40-2.30 (4H, multiplet): 
1.75-1.55 (8H : multiplet); 
1 43-1.42 (2H : multiplet). 



Example 29 



2-(4-Huo r ophen yl M- f r M1 .n^ ^ 
[0339] 




50 



55 



[0340] In a similar manner to that described in ExamDle 2**M a h rtuo o ^ ♦- 

8.49 (2H, doublet, J=6 Hz): 
7. 16-7.1 2 (2H, multiplet); 
7.14 (2H, doublet, J=6 Hz); 
6.95 (2H, triplet, J=9 Hz); 
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6.73 (1H, doublet, J=3 Hz); 
2.52 (2H, triplet, J=8 Hz); 
2.53-2.36 (3H. multiptet); 
2.36 (2K triplet J=£ Hz): 
5 2.28 (3H, singlet): 

1.70 (2H, quintet : J=8 Hz). 

Example 30 

to 1-{3-Dimethvlaminopropvl)-3-(4-fluorophenvl)-2>(pyridin-4-vl)-1 /-/-pyrrole (Compound No. 2-109) 
[0343] 



CH 3 
N tH 3 

[0344] In a similar manner to the procedures described in Examples 12(i), I2(ii) and 12(iii) above, reactions were 
carried out using 3-dimethylaminopropylamine as a starting material instead of 4-amino-1 -benzylpiperidine to give the 
2S title compound (total yield 9%) as a white powder. 
[0345] Melting point: 93 - 95°C 

[0346] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 5 ) 6 ppm: 
8.59 (2H, doublet, J=6 Hz); 
7.18 (2H, doublet, J=6 Hz); 
30 7.07 (2H, doublet of doublets. J=9 Hz, 6 Hz); 
6.39 (2H, triplet. J=S Hz); 

6.34 (1H, doublet, J=3 Hz): * - 

6.35 (1 H, doublet, J=3 Hz): . -.:■•* 
3.93 (2H, triplet, J=7 Hz); 

35 2.14 (2H 5 triplet, J=7 Hz); 
2.11 (6H, singlet); 
1.71 (2H, quintet, J=7 Hz). 

Example 31 

40 

2-(4-Fluorophenvl)-3.4-bis(pyridin-4-vl)-1H'Pvrrole (Compound No. 1-159) 
[0347] 



so . 

F 

[0348] 450 mg (1.15 mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ^.S^-tctrahydropyridin^-ylJ-l W-pyrrole dihy- 
drochloride [prepared as described in Example 10 above] were suspended in a mixture of 25 ml of xylene and 2 ml of 
55 methanol and 450 mg of 10% palladium on carbon and 320 mg (2.30 mmol) of sodium carbonate were added to the 
suspension. The resulting mixture was heated under reflux for 4 hours. At the end of this time, the reaction mixture 
was filtered and the resulting filtrate was concentrated by evaporation under reduced pressure. The residue thus ob- 
tained was purified by chromatography on a silica gel column using a 10:1 :1 by volume mixture of ethyl acetate, meth- 



75 



20 
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10 



15 



anol and isopropylamine as the eluant to give 1 92 mo Meld 5^°/ \ of th* t*i« ^ 

[0349] Melting point: 325 - 330>C (decompositionT compound as a pale yellow powder. 

5T<1^ r6SOnanCe SP6CtrUm < 500 MHz ' DMSO-de) 5ppm: 

6.47 (2H, doublet.. J=6 Hz): 

8.35 (2H : doublet, J=6 Hz); 

7.39 (1H : doublet, J=3 Hz); 

7.21 (2H 5 doublet of doublets. J=9 Hz 5 Hz)* 

7.16 (2H, triplet J=9 Hz): 

7.08 (2H : doublet, J=6 Hz); 

7.03 (2H, doublet, J=6 Hz). 

Example 32 

2-(4-F,uoropheny,M- (1 -methy.-l .2 3 ^rmrtno^^^ ^ HM , r „ m p _, r] 

[0351] 




30 



35 



40 



45 



SO 



55 



7.27 (2H, doublet, J=6 Hz); 

7.21 (2H, doublet of doublets J=9 Hz 5 Hz) 
6.94 (2H, triplet, J=9 Hz); 

6.92 (1H, singlet); 

2.56-2.42 (4H, broad multiplet) 

2.22 (3H, singlet): 

2.00-1.91 (2H, broad multiplet); 
1.34-1.78 (2H, broad multiplet): 
1.20-1.11 (3H, multiplet); 
106 (16H, doublet, J=7 Hz). 

32(ii)2-,4-FI U orophen Y l)-4-(1-me,hvl-l ^ S.S-tmr.hwH^ HH, ,,^,,,^,^,^^,,^ ,,,, 

with trie.hytei.ane/trIoroacet c lc3^£to^^ r £T? " ™* ^ ab ° V6] ' deh >^<™ 

compound (yie.d 91%) as a pa^eZ^T 'etrabutyiammon.um fluoride were earned out to grve the title 

[03SS] Melting point: 230 - 232°C (decomposition) 

J H K NU !! ear ma9ne,ic res °"ance spectrum (500 MHz, DMSO-d 6 ) 8 ppm 
11.36 (1H, broad singlet); 6 KH 

8.45 (2H, doublet, J=6 Hz); 
7.19-7.14 (6H, multiplet); 
6.90 (1H, doublet, J=3 Hz): 
5.24-5.21 (1H, broad multiplet); 



>: <EP 1 07071 1A2_I_> 



296 




EP 1 070 711 A2 



2.78-2.75 (2H, broad multiplet); 
2.40 (2H, triplet, J=5 Hz); 
2.18 (3H, singlet): 
2.20-2.13 (2H. broad multiplet). 

5 

Example 33 

2-(4-Fluorophenvn-^-(1-methylpiperidin-4-vl)-3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1-144) 
io [0357] 



,CH 3 



75 




20 

[0358] In a similar manner to that described in Example 11 above. 2-(4-fluorophenyl)-4-(1 -methyl-1 .2,3 : 6-tetrahy- 

dropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in Example 32 above] was reduced to give the title 

compound (yield 85%) as a white powder. 

[0359] Melting point: 284 - 285°C (decomposition) 
2S [0360] 1 H-Nuclcar magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 8 ppm: 

11.20 (1H : broad singlet): 

8.48 (2H : doublet, J=6 Hz): 

7.19-7.16 (4H, multiplet); 

7.10 (2H, triplet, J=9 Hz); 
30 6.76 (1 H, doublet, J=2 Hz): 

2.73 (2H, doublet, J=12 Hz); 

2.35 (1 H : triplet of triplets, J=12 Hz, 4 Hz): 1 - 
2.12 (3H, singlet): . 
1 .77 (2H, triplet, J=12 Hz); 
3S 1.61 (2H, doublet, J=1 2 Hz); 

1 .51 (2H, double doublet of triplets, J=1 3 Hz : 1 2 Hz s 4 Hz). 

Example 34 

^o 3-(4-Fluorophenyl)-2-(pvridin-4-yl)-1 -(2.2.6.6-tetramethylpiperidin-4-yl)-1 H-pyrrole (Compound No. 2-2523) 
[0361] 



45 



50 




55 ....... 

[0362] In a similar manner to the procedures described in Examples 12(i), I2(ii) and 12(iii) above, reactions were 
carried out using 4-amino-2,2 : 6,6-tetramethylpiperidine as a starting material instead of 4-amino-1 -benzylpiperidine to 
give the title compound (total yield 12%) as a white powder. * 
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[0363] Melting point: 118 - 119°C 

P5tL ^" Nuc,ear ma 9netic resonance spectrum (500 MHz, CDCL) 8 ppm 
8.o2 (2H, doublet, J=6 Hz): c 
7.18 (2H. doublet J=6 Hz): 
7.07 (2H : doublet of doublets. J=9 Hz. 6 Hz) 
6.39 (1H : doublet J=3 Hz): 

6.38 (2H : triplet, J=9 Hz): 

6.39 (IK doublet, J=3 Hz); 
4.43-4.38 (1H : multiplet); 
1 .36 (2K doublet of doublets, J=1 3 Hz. 3 Hz)- 
1.55-1.38 (3K multiplet): 

1.15 (6K singlet); 
1.05 (6K singlet). 

75 Example 35 

2-(4-riuorophen y ,)-3-( P vr^ f n ompound No 

[0365] 

20 



10 



25 




30 



40 



45 



50 



55 



LUJ&7J 'H-Nuclear magnetic resonance £Dff«~tmm /=;nn mu„ n k 4o^ x * puwaer. 



rn^RTi iu m . 7 u me uue com P°una (yield 37%) as « 

* a25?2H, doubTe, ea j r = 6 Hz)' reS ° nanCe (5 °° M ^ DMSO - de) 8 PPm 

7.25 (2H : doublet, J=6 Hz): 
7.26-7.16 (2H, broad multiplet) 
7.08 (2K triplet, J=9 Hz): 

6.30 (1K singlet); 
4.32 (1H, singlet); 

2.31 (1H : doublet, J=l 4 Hz): 
2.72-2.64 (1H, broad multiplet): 
2.59 (1H, doublet, J=15Hz); 
2.60-2.50 (2H, broad multiplet); 
2.46-2.37 (1H S broad multiplet); 
2.03-1.91 (2H, broad multiplet); 
1.49-1.37 (2H, broad multiplet); 
1.26-1.17 (1H, broad multiplet); 
1.15-1.05 (3H : multiplet); 
1.03-0.95 (18H, multiplet). 



35(ii) 2j±EiuoroBhe^^^ 

^ deSCr ' bed in ^ 35 (i ) above]. The resulting mixture was 

mixture was adjusted to gre^ added to the rea *™ The P H of the 



298 
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sodium sulfate and then concentrated by evaporation under reduced pressure. The residual solid was washed with a 
1 :1 by volume mixture of ethyl acetate and diethyl ether to give 568 mg (yield 71%) of the title compound as a pale 
brown powder. 

[0369] Melting point: 246 - 246 (decomposition) 
s [0370] 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 
11.48 (1H : broad singlet); 
8.47 (2H, doublet. J=6 Hz); 
7.19-7.14 (4H, multiplet); 
7.11 (2H, triplet, J=9 Hz); 

io 7.00 (1H, doublet, J=2 Hz); . 
5.36 (1H, singlet); 

2.77 (2H, double doublet of doublets, J=13 Hz, 9 Hz, 5 Hz); 
2.61-2.56 (1H, broad multiplet): 
2.40-2.31 (2H : multiplet); 
15 1 .58-1 .49 (2K broad multiplet); 
1.43-1.34 (2H 5 broad multiplet). 

Example 36 

20 (±)-2-(4-Fluorophenvl)-3-(pvridin-4-yl)-4-(quinuclidin-3-vl)-1 /-/-pyrrole (Compound No. 1-2539) 



[0372] In a similar manner to that described in Example 11 above, 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin- 
2-en-3-yl)-1 H-pyrrole (prepared as described in Example 35 above) was reduced to give the title compound (yield 82%) 
35 as a white powder 

[0373] Melting point: 239 - 241 °C (decomposition) 

[0374] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.25 (1H, broad singlet); 

8.47 (2K doublet, J=6 Hz); 
40 7.18-7.07 (5H, multiplet); 

6.93 (1H, doublet, J=2 Hz); 

2.98-2.90 (1H, multiplet); 

2.39-2.76 (2H, broad multiplet); 

2.74-2.58 (4H, broad multiplet); 
45 i .73-1 .64 (1 H, broad multiplet); 

1 .54-1 .46 (2H, broad multiplet); 

1 .42-1 .33 (1 H, broad multiplet); 

1.26-1.17 (1H, broad multiplet). 



[0371] 



25 




30 



50 
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Example 37 



[0375] 



70 



75 



£0 



25 



30 



35 



40 




En of 675 mg <f 7 Zi°, - ^^^^^r^^ ^ h ^-.uran were added to a 
pyrrole [prepared a descTed ^ -triisopropy.si.yM «. 

at room temperature tor 30 minutes AUhe end of this ,1th ° f eUahydrofuran and tne resulting mixture was stirred 
was added to the resulting res.dS aid The orecio^L ITT ^ di8, " led ^ Untter r6dUC6d preSsure Water 
ethy, acetate to g,ve 363 mg £5 ZT^T^Zl SST * *" ^ "* 

[0377] Melting point: 197 - 199°C 

Siu lH K NU f ar ma 9net,c resonance spectrum (500 MHz, DMSO-d 6 ) 5 Ppm 
11.16 (1H, broad singlet): 6 HF 

8.42 (2H, doublet, J=6 Hz); 
7.32 (2H 5 doublet, J=6 Hz): 
7.04-7.01 (4H, multiplet); 
6.79 (1H, doublet, J=2 Hz): 
4.45 (1H, singlet); 
2.78-2.70 (2H, multiplet): 

i .SM git iT P ,T aped wi,h pro,ons derived ,rom remaininQ dms °-^ 



Example 38 



[0379] 



No. 1-2536) 



45 




N-S0 2 CH 3 



so !ta 8 mLpro 8 py^^^^^ ™ add * d » a «**n of 290 mg (0.982 mmol) o, 4- 

pyridine and the resultin mSure v 7lZeJo l^T ^TTT dMC * ad h EX3mp ' e 1 above > in 5 ml °' 
reaction mbrture, giving a pT£ p tate wt^h was conl ? h k ,? At ^ °' ' hlS time < Water Was added to »e 
(y-e.d 57 % > o» the 9 tit.e " a "° n ^ ^ ^ ^ * ^ 208 "* 

[0381] Melting point: 210 - 214°C 

" fSlnX^TLsHz^ reS ° nanCe SP6C,rUm <40 ° MHZ ' CDC ' 2) 5 ppm: 

8.23 (1H, broad singlet); 
7.15-7.12 (4H, multiplet); 
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6.97 (2H, triplet, J=9 Hz); 
6.76 (1H, doublet, J=2 Hz); 
4.15 (1H. broad singlet); 
3.13-3.09 (2H, multiplet): 
5 2.39 (3H : singlet): 

2.51 (2H : triplet. J=7 Hz): 
1.72 (2H. quintet, J=7 Hz). 

Example 39 

10 

(±)-3-(4-Fiuorophenvl)-2-(pvridin-4-vl)-1-(quinuclidin-3-vl)-1H-pyrrole (Compound No. 2-2539) 
[0383] 

15 



20 




[0384] In a similar manner to the procedures described in Examples 12(0, I2(ii) and 12(iii) above, reactions were 

carried out using (±)-3-ammoquinuclidine as a starting material instead of 4-amino-1 -benzylpiperidine to give the title 

compound (total yield 25%) as a pale brown powder. 
30 [0385] Melting point 229 - 230°C 

[0386] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 5 ppm: . 

8.51 (2H. doublet. J=6 Hz): 

7.16 (2H. doublet. J=6 Hz): 

7.13 (IK doublet. J=3 Hz): 
3$ 7.04 (2H, doublet of doublets J=9 Hz, 5 Hz); 

6.37 (2H : triplet, J=S Hz): 

6.42 (1K doublet, J=3 Hz): 

4.24-4.15 (1H, multiplet): 

3.33-3.23 (IK multiplet): 
to 3.22-3.05 (2K multiplet): 

2.98-2.79 (2K multiplet): 

2.78-2.67 (1K multiplet): 

1.95-1.61 (2H, multiplet): 

1.71-1.58 (1H, multiplet); 
45 1.56-1.37 (2H, multiplet). 



50 



55 
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Example 40 

(±V3-f4.Fluorophenvn.i-(pipeririin.^vl)methvl-P^r W r i Hin . 4 . vh . 1 „. nurrn , p ,r. ornpound Nn 
[0387] 




[0389] Melting point 134 - 135°C 

20 85?(2H 'doublef J~6 H 9PetiC reS ° nanCe s P ectrum t 400 MHz, CDCI 3 ) 5 ppm: 
7.16 (2H : doublet, J=6 Hz); 
7.06 (2H, doublet of doublets, J=9 Hz. 5 Hz) 
6.38 (2K triplet J=9 Hz); 
6.79 (1 K doublet. J=3 Hz): 
6.34 (1H, doublet, J=3 Hz); 
3.74 (2H : doublet, J=8 Hz): 
2.94-2.57 (IK multiplet): 
2.33-2.73 (1H S multiplet); 
30 2.46 (1H, doublet of doublets. J=12Hz, 3 Hz): 
2.13 (1H, doublet of doublets. J=12 Hz, 10 Hz) 
1.75-1.51 (3K multiplet); 
1.40-1.28 (1H : multiplet): 
0.98-0.65 (1K multiplet). 



Example 41 

c.s-1 -(4-Aminocyc.ohexvl)-3-r4-fluoronhenvn.2-(ovridin-4- Y i ) . 1 ^-pyrrol. ^ rund No , 2 ,? s?m 
[0391] 




55 



[0392] In a similar manner to the procedures described in Examples I8fi> an H 1 
[0393] Melting point 163 - 164°C 
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[0394] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 6 ppm: 

8.61 (2H, doubled J=6 Hz); 

7.14 (2H, doublet, J=6 Hz); 

7.05 (2H ; doublet of doublets. J=9 Hz, 5 Hz): 
s 7.03 (1H, doublet, J=3 Hz): 

6.37 (2H : triplet, J=9 Hz); 

6.33 (1H 5 doublet, J=3 Hz); 

3.32 (1H, triplet of triplets, J=12 Hz, 4 Hz); 

3.29-3.22 (1H, multiplet); 
io 2.22-2.07 (2H, multiplet); 

1.32-1.41 (5H, multiplet). 

Example 42 

15 3-(4-Fluorophenvl)"2-(2-methvlaminopyrimidin-4-vr)-1-(piperidin-4-vl)-1 H-pyrrole (Compound No. 2-1072) 
[0395] 

20 



25 




30 

42('\) 1 -(1 'Benzvlpiperidin-4-v0-3-(4-fluorophenvl)-2-(2-methvlthiopyrimidin-4-vl)-1 H-pyrrole 

[0396] In a similar manner to the procedures described in Examples 12(i), I2(ii) and I2(iii) above, reactions- were 
35 carried out using 4-formyl-2-methylthiopyrimidine as a starting material instead of 4-formylpyridine to give the title 
compound (total yield 34%) as a brown oil. 

[0397] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 5 ppm: 

8.21 (1H, doublet, J=5 Hz); ■ , . 

7.39-7.24 (5H, multiplet): 
40 7.16 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.06 (1H, doublet, J=3 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.57 (1H, doublet, J=5 Hz); 

6.27 (1H, doublet, J=3 Hz); 
45 4.33-4.73 (1 H, multiplet); 

3.54 (2H, singlet); 

3.02 (2H, doublet, J=9 Hz): 

2.75 (2H, triplet, J=6 Hz); 

2.46 (2H, triplet, J=6 Hz); 
50 2.13-1.96 (2H, multiplet). 

42(ii) 1-(1-benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(2-methanesulfonylpyrimidin-4-yl)-1 H-pyrrole 

[0398] 3.51 g (15.26 mmol) of 69-75 wt% of m-chloroperbenzoic acid were added in small portions to a solution of 
55 3.50 g (7.63 mmol) of 1 -( 1 -benzylpiperidin-4-yl)-3-(4-fluoropheny!)-2-(2-methylthiopyrimidin-4-yl)-1 H-pyrrole [prepared 
as described in step 42(i) above] in 35 ml of ethyl acetate with ice-cooling. The resulting mixture was stirred at room 
temperature 2 days, after which a 10% aqueous solution of sodium thiosulfate was added to the reaction mixture 
followed by extraction with ethyl acetate. The organic extract was washed with water and then concentrated by evap- 
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compound as a pale brown amorphous solid. 

* L°oc u 1 H " Nuc,9ar ma 9netic resonance spectrum (400 MHz. CDCI-) § ppm 
5 8.35 (1 H. doublet J=5 Hz): 
7.53-7.56 (2H. multiplet); 
7.47-7.38 (3H. multiplet); 
7.29-7.24 (IK multiplet); 
7.22 (2H. doublet of doublets. J=9 Hz 5 Hz) 
io 7.05 (2H triplet J=9 Hz); 
6.90 (2H doublet. J=5 Hz): 
6.29 (1H doublet. J=3 Hz); 
5.43-5 G3 (1H mjltiplet); 
4.46 (2H singlet) 
15 3.56-3 27 ( 4H mjltiplet): 
3.03-2 ro (2H mjltiplet): 
2.93 i'JH singlci * 
2.26-2 14 mm mjliipiet): 
2. 10-2 C I ( 1H mjlnpioi). 



drofurar, was st.rred 2 ^0 C f P 00 a " d 1 3 ml of a 2M solution of methylam.ne in tetrahy- 

reduced £mTt°I ^uLT^^l!^? T * ^ ° f SO,Vent WaS diSti " Gd ° ff Und - 

mixture of hexane and W^J^™.^ " %™ aX °^ on a gel column using a 1 :2 by volume 
phous solid. " S e ' Uant t0 9 ' Ve 260 m9 ( ^ ,e,d 24% > of the ^tle compound as a yellow amor- 

fl^M w ^ " N K, C,ear magnetlc ^onance spectrum (500 MHz, CDCU) 8 ppm- 
8 03 (1 H. doublet. J=5 Hz): c HP 



7.42-7.23 (5H. multiplet): 
7.18 (2H. doublet of doublets J=9 Hz. 5 Hz)- 
7.00 (1 H doublet, J=3 Hz): 
6.94 (2K triplet. J=9 Hz): 
3S 6.26 (IK doublet. J=3 Hz): 
6.23 (1H, doublet, J=5 Hz): 
5.14-5.04 (1H, multiplet): 
4.32-4.68 (1H : multiplet): 
3.53 (2H : singlet): 
3.10-2.95 (5H S multiplet): 
2.12-1.96 (6K multiplet). 



45 



42(iv) 3-f4-Fluoro P hen Y l)-2-(2-methvlaminop V rim l d,n^ . v n- 1 -ro.n^ridin^.yh.i 

title compound L 39%) 2 a SE^SS " ^"'^ SteP ^ 3b ° Ve] WaS *benzylaled to give 'the 



title compound (yield 39%) as a pale yellow powder 
[0403] Melting point: 189- 191 °C 

so w 1 ^ N u U | Clear magnetic resonance spectrum (500 MHz, CDCU) 6 ppm 

50 8.05 (1 K doublet, J=5 Hz); 

7.19 (2K doublet of doublets, J=9 Hz. 5 Hz) 

7.00 (1 H, doublet, J=3 Hz): 

6.95 (2H, triplet J=9 Hz); 

6.28 (1 H, doublet, J=3 Hz); 
55 6.24 (1 H, doublet, J=5 Hz); 

5.14-5.04 (1H, multiplet); 

4.96-4.81 (1H, multiplet); 

3.24 (2H, doublet, J=12 Hz); 
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3.04 (3H, doublet, J=5 Hz); 

2.70 (2H, double! of quartets, J=12 Hz, 2 Hz); 

2.14 (2H, doublet, J=12 Hz): 

1 .91 (2H, doublet of quartets, J=12 Hz. 4 Hz). 

5 

Example 43 

(±)-2-(4-Fluorophenvl)-4-(8-methyl^ (Compound No. 

1 -2544) 

10 

[0405] 




20 

43(i) 2-(4-Fluorophenvl)-4-(3-hvdroxv-8-methvl-6'azabicyclo[3.2. 1 )octan-3-yl)-3-(pvridin-4-yl)-1 -triisopropylsilyl-1 H- 
pyrrole 

[0406] In a similar manner to that described in Example 7(iv) above, a reaction was carried out using 8-methyl- 
25 8-azabicyclo[3.2. 1 ]octane-3-one instead of pentafluoropyridine to give a mixture of isomers of the title compound (yield 
49%) as a pale brown powder. 

[0407] From the mixture thus obtained : isomer A (Rf value = 0.45 ! pale brown powder) and-isomer B (Rf value - 
0.40, pale brown powder) were separated by chromatography on an alumina column using a 10:1 by volume mixture 
of ethyl acetate and methanol as the eluant (the ratio of isomer A:isomer B was 85:90 by weight). 

30 

isomer A 

[0408] 1 H-Nuclear magnetic resonance spectrum (500 MHz ; CD 3 OD) 5 ppm: 

8.21 (2H, doublet, J=6 Hz): 
35 7.26 (2H, doublet, J=6 Hz); 

7.17 (2H, doublet of doublets. J=9 Hz : 5 Hz); 

6.92 (2H, triplet, J=9 Hz); 

6.34 (1H, singlet); 
3.14-3.06 (1H, broad multiplet); 

40 2.28-2.15 (4H, multiplet); 
2.20 (3H, singlet); 
1.95-1.64 (4H, broad multiplet); 

1.19- 1.09 (3H, multiplet); 

1 .05 (1 6H, doublet, J=7 Hz). 

45 

isomer B 

[0409] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.22 (2H, doublet, J=6 Hz): 
so 7.27 (2H, doublet, J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.93 (2H, triplet, J=9 Hz); 

6.35 (1H, singlet); 

3.38 (1 H, broad singlet); 
S5 2.41 (3H, singlet); 

2.38-2.27 (4H, multiplet); 
2.06-1 .95 (4H, broad multiplet); 

1.20- 1.10 (3H, multiplet); 
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1.06 (16H, doublet, J=7 Hz). 



w 



15 



20 



25 



30 



'-4-(S-methyl^- azabicvclofa2.11oct-P-Pn-q-y i\ 

[0410] In a similar manner to that described in Examnie Q/iii\ o tA « 

8-azabicyclof3.2.1]octan-3-yl)-3-(p^ 

described in step 43(i) above] was subjected to Z ! St ^'\ H ^ nole ' a of isomers A and B. prepared as 

desilylation (depLcto^ ^ ^^ilane and tnfluoroacetic acid followed by 

[0411] Melting point: ^—££™*™"™>»™ ™°™e <° give the title compound (yield 83%) as a white powder. 

(L. 1 ?ou^ e XrHz) e,iC reS ° nanCe SP6C,rUm (5 °° MHZ ' CD3 ° D) 5 ^ 
7.25 (2H : doublet. J=6 Hz); 
7. 1 6 (2H : doublet of doublets. J=9 Hz 5 Hz) 
6.99 (2H, triplet, J=S Hz): 
6.33 (1H S singlet): 
5.45 (1 H, broad doublet. J=6 Hz); 
3.28-3.24 (1H : broad multiplet): 
3.22 (IK triplet, J=6 Hz); 
2.68 (1 H ; broad doublet. J=16 Hz)- 
2.37 (3H, singlet): 
2.20-2.11 (1H : broad multiplet): 
2.09-1.99 (1H : multiplet); 
1.90-1.60 (2H : broad multiplet): 
1.69-1.61 (1H, multiplet). 

Example 44 

2-(4.p luor o ph en V n.,. ( P. methyl . e . a7ahiryr|nn , 11octan , 3 , vn ,,,^ riH _ , r ^ _ ^ < ^ 

[0413] 



35 



40 



50 




title compound (yield 57%) as a 2t" p oZe° EXamP ' e 43 ab ° Ve) Was reduced to B** the 

45 fSS? ^ eltin 9P° int: 233 -234°C (decomposition) 

^!U H ^z#:r v,c resonance specuum (5o ° mhz - DMs °- d6) 5 ppm: 

8.49 (2H, doublet; J=6 Hz); 
7.14*7.05 (6K multiple!); 
6.76 (1 H, doublet, J=3 Hz); 
3.03-2.65 (3H, broad multiplet); 
2.16-2.07 (2H, multiplet); 
2.04 (3R singlet): 
1.98-1.90 (2H, multiplet); 
1.45-1.36 (2H S multiplet); 
5 * 1.24-1.14 (2K multiplet).' 
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Example 45 

(±)-4-(8-Azabicvclof3.2. 1 ]oct-2-en-3-vn-2-(4-fluorophenvl)-3-(pyridin-4-vl)-1 H-pyrrole (Compound No. 1-2543) 
5 [0417] 



10 




ts [0418] In a similar manner to the procedures described in Examples 9(i) : 9(ii) and 9(iii) above, coupling, debenzyla- 
tion : dehydration and desiiylation reactions were carried out using 8-benzyl-8-azabicyclol3.2. 1 Joctane-3-one as a start- 
ing material instead ot 1 -benzylpiperidine-4-one to give the title compound (yield 35%) as a pale yellow powder. 
[0419] Melting point: 212 - 21 3°C 

[0420] 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 
20 11.32 (1H : broad singlet); 

8.45 (2H : doublet, J=6 Hz); 

7.17-7.07 (5H, multiplel); 

6.31 (1H, doublet, J=3 Hz); 

5.45 (1 H, doublet, J=6 Hz); 
25 3.53-3.46 (1H : multiplet); 

3.38-3.32 (IK multiplet); 

2.55-2.48 (IK broad multiplet); 

1.36-1.69 (3H, multiplet); 

1.66-1.55 (1H, multiplet); 
30 1.52-1.44 (1H, multiplet). 

Example 46 

4-(8-Azabicvclof3.2.11octan-3-vl)-2-(4-fluorophenvl)-3-(pvridin-4-yl)-1 H-pyrrole (Compound No. 1-2541) 

35 

[0421] 



40 




[0422] In a similar manner to that described in Example 11 above. (±)-4-(8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluor- 

ophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in Example 45 above] was reduced to give the title com- 
pound (yield 74%) as a white powder. 

[0423] Melting point: 235 - 237°C (decomposition) 
50 [0424] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.14 (1H, broad singlet); 

8.48 (2H, doublet, J=6 Hz); 

7.15-7.05 (5H, multiplet); 

6.73 (1H, doublet, J=2 Hz); 
55 3.18-3.15 (2H, multiplet); 

2.36-2.78 (1H S multiplet); 

2.05-1.96 (2H, multiplet); 

1.63-1.56 (2H, multiplet); 
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1.50-1.43 (2K multiple!); 
1.17-1.08 (2H, multiplel). 



w 



Example 47 

^uorcp h en yl ).,. ( p Yridin . 4 . y , M . n ? 3 R ., P , r , twr1rn . ? . 2 . 6 , 6 . letramethvln „ ri , |n , 4 , vn , 1 „, nvrfn|o ^ 
[0425] 



15 



20 



25 



30 




[0427] Melting point: 258 - 259°C 

!??7L 1 ^ NU . Clea T a9netiC resonance s P ec »'^ (500 MHz, DMSO-d 6 ) 8 ppm 
11. 37(1 H : broad singlet); 6/ 

8.42 (2H doublet, J=6 Hz); 

7.19-7.09 (5H : multiplet); 

6.36 (1H, doublet, J-2 Hz): 

5.04-5.02 (1H, broad multiplet): 

193 (2H, singlet); 

1 .25-1 1 5 (1 H, broad singlet): 

1.04 (6H ; singlet): 

0.94 (6H, singlet). 

35 Example 48 

2-(4-FluorophfinYl )-3-(pvridin-4- v n-4-r2.2.6 fi -t, 
[0429] 

40 



45 



50 



55 




in. «... compound , y io M „Z as , " Examp ' e 47 *°"> "» s '« >° 9™ 

[0431] Melting point: 242 - 243°C 

s,i h 1 H b^sssr fc resonance spec,rum (so ° mhz ' DMso - de) 8 ppm 

8.47 (2K doublet, J=6 Hz): 
7.21-7.15 (4H, multiplet): 
7.11 (2H, triplet, J=9 Hz); 
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6.70 (1 H, doublet, J=2 Hz); 
2.95 (1 H, triplet of triplets, J=1 3 Hz, 3 Hz); 
1 .50 (2H, doublet of doublets, J=1 3 Hz, 3 Hz): 
1.09 (2H. triplet. J=1 3 Hz): 
5 1.01 (6H, singlet): 
0.96 (6H : singlet). 

Example 49 

io (±)-2-(4-FluorophenyO-4-(2-methyl-1 ■2.3.6-tetrahvdropyridin-4-vl)-3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1 -2707) 
[0433] 




[0434] In a similar manner to the procedures described in Examples 9(i) : 9(ii) and 9(iii) above, coupling, debenzyla- 

tion, dehydration and desilylation reactions were carried out using (+)-T-benzyl-2-methylpiperidine-4-one as a starting 
2S material instead of 1 -benzylpiperidine-4-onc to afford a mixture of the title compound and the (6-methyl-1 ,2 ; 3,6-tet- 

rahydropyridin-4-yl) isomer thereof (which is the title compound of Example 50). The mixture was separated by chro- 
matography on a silica gel column using a 25:1 by volume mixture of ethyl acetate and isopropylamine as the eluant 

to give the title compound (yield 3%, Rf value= 0.50) as a white powder. 

[0435] Melting point: 178 - 180°C (decomposition) 
30 [0436] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.36 (2H, doublet, J=6 Hz); 

7.24 (2H, doublet, J=6 Hz); 

7.17 (2K doublet of doublets. J=9 Hz, 6 Hz): 

7.00 (2H S triplet J=9 Hz); 
35 6.35 (1 H, singlet); 

5.40-5.35 (1K broad multiplet); 

3.46-3.38 (1H, multiplet); 

3.36-3.28 (1H, multiplet); 

2.96-2.68 (1H, multiplet); 
40 2.23-2.15 (1H, multiplet); 

2.06-1.97 (1H, multiplet); 

1.14 (3H, doublet, J=6 Hz). 

Example 50 

45 

(±)-2-(4-Fluorophenyl)-4-(6-methyl-1 ,2,3.6-tetrahydropvridin-4-vl)-3-(pyridin-4-vl)-1 H-pyrrole (Compound No. 1-2665) 
[0437] 

50 , 



55 
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Knell in 6 **' ™ ^ * ° ^ ™ ° b *<»°* « ^ powder durin 9 tne c h roma,og rapn y 

[0439] Melting point: 201 - 204°C (decomposition) 

™%hm™™„T C reS ° nanCe SpeC ' rUm (5 °° MHz ' CD3 ° D) 6 ppm: 

7.24 (2K doublet, J=6 Hz); 

7.18 (2H, doublet of doublets. J=9 Hz. 6 Hz) 

7.00 (2H, triplet, J=9 Hz); 

6.36 (1H : singlet); 

5.24-5.20 (1H, multiplet); 

3.48-3.40 (IK multiplet): 

3.16-3.09 (1K multiplet): 

2.90-2.82 (IK multiplet): 

2.37-2.27 (1H, multiplet): 

2.18-2.10 (IK multiplet): 

1.05 (3H : doublet, J=7 Hz). 

Example 51 

i^i^*^^.^^ t±m m rComnniinH ^ ^ 

[0441] 



25 



30 




* Kyln^ W-2-(4- fl uoro P heny.)-4-(6-methy,- 1 ,2,3,6-tetrahy- 

compound (yield 83%j as . pL^ZjoZT " " EXampte 5 ° ^ W3S reduced * 

give the title 

[0443] Melting point: 1 98 - 205°C 

[ ^U.1ZTIThzT res6nance spec,rum (500 MH2 ' CDC,s) 5 ppm 

4 ° 8.33 (0.5H, broad singlet); 

8.31 (0.5K broad singlet): 

7.14 (2H, doublet, J=4 Hz); 

7.11 (2H, doublet of doublets. J=9 Hz 5 Hz) 

6.95 (2H, triplet, J=9 Hz); 
45 6.79 (0.5H, doublet, J=3 Hz): 

6.74 (0.5H, doublet, J=3 Hz); 

3.25-2.63 (4H, multiplet); 

1.74-1.43 (5H, multiplet); 

1.11 (1.5H, doublet, J=7 Hz) 
50 1 -07 (1.5H, doublet, J=7 Hz)' 



55 
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Example 52 • 
4-(l-Ethvl-1.2.3.6-tetrahvdropvridin-4-vl^2-(4-fluorophenvl)-3-(pyridin-4'vn-l H-pyrrole (Compound No. 1-2629) 
s [0445] 



w 




75 [0446] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling : dehydration and 
desilylation reactions were carried out using 1 -ethyipiperidine-4-one as a starting material instead of 1 -benzylpiperidine- 
4-one to give the title compound (yield 55%) as a pale yellow powder. 

[0447] Melting point: 234 - 236°C (decomposition) * 

[0448] 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 
20 11.36 (1H, broad singlet): 

8.45 (2H : doublet, J=6 Hz): 

7.18-7.08 (6H multiplet): 

6.90 (1H, doublet, J-3 Hz): 

5.26-5.22 (1H, broad multiplet); 
25 2.34-2.79 (2H, broad multiplet); 

2.45 (2H, triplet, J=6 Hz): 

2.34 (2H, quartet. J=8 Hz): 

2.18-2.12 (2H, broad multiplet); 

0.99 (3H, triplet, J=6 Hz). 

30 

Example 53 

4-(1-Ethvlpiperidin-4-yl)-2-(4-fluorophenvl)-3-(pvridin-4-vO-1 H-pyrrole (Compound No. 1-146) 
35 [0449] 



40 




[0450] In a similar manner to the procedure described in Example 11 above, 4-(1-ethyl-1 ,2,3 : 6-tetrahydropyridin- 

4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in Example 52 above] was reduced to give 

the title compound (yield 95%) as a white powder. 

[0451] Melting point: 262 - 263°C (decomposition) 
50 [0452] 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.19 (1H, broad singlet); 

8.48 (2H, doublet, J=6 Hz); 

7.18-7.07 (6H, multiplet); 

6.76 (1H, doublet, J=2 Hz); 
55 2.87-2.79 (2H, broad multiplet); 

2.37 (1H, triplet of triplets, J=12 Hz, 4 Hz); 

2.26 (2H, quartet. J=7 Hz). 

1.30-1.71 (2H, broad multiplet); 
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1 .56-1 .59 (2H, broad multiple!): 
1.55-1.43 (2H, multiplet); 
0.96 (3H, triplet, J=7 Hz). 

Example 54 

2-(4-F l uoropheny,)-4. ( l. i sopropy|.l P 3 B-,.,r,h yd r 0 pv r i din-4 - vn - ^n vr in in-4-vn.l^n. rm , 0 ^ No ^ 
[0453] 




25 



35 



40 



[0455] Melting point: 237 - 240°C (decomposition) 

!?ocMu lH J NUClearma9net,C resonance spectrum (500 MHz, DMSO-d 6 ) 8 ppm 
11.35 (1H : broad singlet): 



8.45 (2H 5 doublet, J=6 Hz); 
7.18-7.08 (5H : multiplet); 
6.38 (1H : doublet, J=3 Hz); 
5.28-5.24 (1H S broad multiplet): 
30 2.94-2.89 (2H, broad multiplet); 
2.54 (1H, septet, J=6 Hz); 
2.49 (2H, triplet, J=6 Hz): 
2.15-2.09 (2H, broad multiplet): 
0.96 (6H, doublet, J=6 Hz). 



Example 55 
[0457] 



45 



SO 



55 




compound Je.d 80%) as J^nJS^^ 54 ^ ™* redU ~ d *> ^ the title 

[0459] Melting point: 264 - 266°C (decomposition) 

!^f« 01 /i J H K NU !, ,ear magnetic reso ^nce spectrum (500 MHz, DMSO-d 6 ) 8 ppm 
11.18 (1K broad singlet): 6 HH 

8.48 (2H, doublet, J=6 Hz); 

7.17-7.06 (5H, multiplet); 
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6.76 (1H, singlet); 
2.77-2.70 (2H, broad multiplet); 
2.63 (1H, septet, J=6 Hz); 
2.35 (1 H. triplet of triplets, J=12 Hz. 4 Hz): 
5 2.06-1.97 (2H, multiplet): 

1.57-1.60 (2H : broad multiplet): 
1.52-1.40 (2H : multiplet); 
0.92 (6H. doublet. J=6 Hz). 

io Example 56 

2-(4--iuDrophcnyl)-^-n-propyM.2.3.6-tetrah^^ (Compound No. 1-2630) 

[0461] 

75 



20 




[0462] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
zs dcsilyiation reactions were carried out using 1 -propylpiperidine-4-onc as a starting material instead of 1-benzylpiperi- 
dine-4-one to give the title compound (yield 46%) as a white powder. 
[0463] Melting point: 236 - 23£°C (decomposition) 

[0464] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 
11.36 (1H broad singlet)- 
30 8.45 (2H. doublet. J=6 Hz): 

7.16- 7.06 (5H. multiplet): 
6.90 (1H. doublet. J=3 Hz): 
5.26-5.23 (1H. multiplet): 
2.34-2.79 (2H. multiplet): 

35 2.44 (2H, triplet. J=5 Hz): 
2.25 (2H, triplet. J=£ Hz); 

2.17- 2.11 (2H broad multiplet): 

1 .43 (2H, triplet of quartets, J-B Hz. 8 Hz): 
0.34 (3K triplet, J=£ Hz). 

40 

Example 57 

4-(1-Benzvl-1.2.3.6-tetrahydropvridin-4-vl)-2-(4-fluorophenvl)-3-(pyridin-4-yl)-1H-pvrrole (Compound No. 1-2644) 
45 [0465] 



50 




55 

[0466] In a similar manner to that described in Example 9(iii) above, dehydration and desilylation reactions were 
carried out using 4-(1-benzyl-4-hydroxypiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)*l-triisopropylsilyl-1 H-pyrrole 
[prepared as described in Example 9(i) above] to give the title compound (yield 88%) as a pale yellow powder. 
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[0467] Melting point: 21 7 - 21 9°C (decomposition) 

J^Jf m J H K NU !' ear magnetic res °nance spectrum (500 MHz, DMSO-d 6 ) S p pm 
11.37 (1H, broad singlet): 6 HH 

8.45 (2K doublet. J=6 Hz): 

7.34-7.21 (5H, multiplet): 

7.16-7.08 (5H multiplet); 

6.90 (1H, doublet, J=3 Hz): 

5.23-5.21 (1H, broad multiplet): 

3.50 (2H : singlet); 

2.36-2.61 (2H broad multiplet) 

2.48 (2H 5 triplet, J=6 Hz): 

2.18-2.12 (2H broad multiplet). 

Example 58 

2 -(4.Ru 0 rop h en y iM-n-p h ene,hy l . 1 2 3 ^h^r^,^^ , , nom p ^ 

[0469] 




£3L£ ™* r„™r': s 9(11 - 9 ™ ~- «— » « 

[0471] Melting point: 219 -22TC (decomposition) 

^iHT^'^r" 0 resonance spec,rum (5o ° mh " DMso - de) 5ppm: 



8.45 (2H, doublet J=6 Hz); 

3 * 7.29-7.09 (11 H, multiplet):' 
6.90 (1H, doublet, J=3 Hz): 
5.28-5.24 (1H : broad multiplet): 
2.95-2.69 (2H, broad multiplet)- 
2.76-2.69 (2H 5 multiplet); 

40 2.57-2.51 (4H, multiplet); 

2.19-2.12 (2H, broad multiplet). 

Example 59 



(±)-2.(4-F l uo r0 p h en Y ,). 4 - (1 ,2.3.5.8 aa-h^nynTo.ndoli.n-r-vn.,., y lM H . mrrnlp ^ w fl 

[0473] 




[0474] ,n a simi.ar manner ,o the procedures described in Examp.es 9(i) and Off, aoove. coup^g. dehydration and 
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desilylation reactions were carried out using (±)-l ,2,3,5, 6,7,8,&a-octahydroindolizine-7-one as a starting material in- 
stead of l-benzylpiperidine-4-one to give a mixture of the title compound and the (1 ^S^ASa-hexahydroindolizin- 
7-yl) isomer thereof (which is the compound of Example 60 below). The mixture was separated by chromatography 
on a silica gel column using a 10:1:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant 
5 to give the title compound (yield 24%, Rf value = 0.50) as a white powder. 
[0475] Melting point: 220 - 222°C (decomposition) 

[0476] ^-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.36 (2H : doublet J=6 Hz); 

7.24 (2H, doublet, J=6 Hz); 
10 7.17 (2H, doublet of doublets, J=9 Hz, 6 Hz); 

7.00 (2H, triplet, J=9 Hz); 

6.35 (1H : singlet): 

5.41-5.37 (1H multiplet); 

3.47-3.40 (1H, multiplet): 
is 3.18-3.12 (1H, multiplet); 

2.34-2.77 (1K multiplet); _ 

2.40-2.26 (2H, multiplet); 

2.23-2.11 (2H, multiplet): 

2.05-1.97 (1H, multiplet); 
20 1.90-1.75 (2H, multiplet); 

1.46-1.36 (1H, multiplet). 

Example 60 

2$ (±)-2-(4-Fluorophonvn-4-(1 .2.3.5.6.8a-hoxahvdroindolizin-7-vl)-3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1 -2653) 
[0477] 



30 



35 




[0478] The title compound (yield 27% : Rf value = 0.40) was obtained as a pale yellow powder during the chroma- 
tography performed in Example 59 above. 
40 [0479] Melting point: 188 - 1 90°C (decomposition) 

[0480] ^-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.37 (2H, doublet, J=6 Hz); 

7.23 (2H, doublet, J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
45 7.00(21-1, triplet, J=S Hz); 

6.36 (1H, singlet); 

5.34-5.30 (1 H, broad multiplet); 

3.38-3.30 (1H, multiplet); 

2.99-2.66 (2H, multiplet); 
so 2.32-2.73 (2H, multiplet); 

2.40-2.31 (1H, multiplet); 

2.25-2.16 (1H, multiplet); 

1.97-1.66 (2H, multiplet); 

1.34-1.73 (1H, multiplet); 
55 1.48-1.38 (1H, multiplet). 



BNSDOCID: <EP 107071 1A2_I_> 



. 315 



EP1 070 711 A2 

Example 61 

^6-Dime,hyl-l ?.3.6-,etrahydronvridin-n vn-^f.n^ ^.o ^ , .. n , 
[0481] 



H-pyrrole (Compound Nn 



w 



75 



20 



25 



30 



35 



40 



45 



SO 




l SL^::^ «*> and m ab ove, coupling., .elation and 

zylp.por.dmc-^one ,o give a mixture of t hTmi ™ ! y'P-per.dme-4-one as a starling material instead of 1 -ben- 
-hereo, ,wn,ch ,s the coTpouT E^lt^T^T ° ' 2 - dim6,hyM ^^rahydropyridin^y,) isomer 
column usu.g d 99 1 by volume mtoJTE JhJ £££ The ™ XlUre Was separated by chromatography on a silica gel 
(yie,d 1 0"„ Rl va, U e , 0 40) a! ZTyelS^T as »» ^.uant to give the title compound 

[0483] Melting point 205 - 209»C (decomposition) 

1 ™Ih1::tj™«t c resonance spectrum (5o ° mhz ' cdc,;) 5 ppm: 

8.29-8.10 (IK broad singlet): 

7.17 (2K doublet. J=6 Hz); 

7.13 (2H. double! of doublets J=9 Hz 5 HzV 

6.97 (2H triplet. J=c Hz) - 

6.33 (1H. doublet. J=3 Hz) 

5.19 (1H. singlet): 

2.90-2.83 (1K multiplet): 

2.55-2.32 (2H. multiplet): 

2.37 (3K singlet): 

2.17-2.07 (2K multiplet): 

1.05 (3K doublet. J=7 Hz). 



Example 62 

f±)-4-(1.2-Dimethy 
1-2708) 

[0485] 



M .2 3.6-tetrahvdropvndin-4-vn-2-(4-fluornnhon V i) 



DundNo. 



CH, 




^CH 3 



[0486] The title compound (yield 14% Rf valup - n ^» u,.. «k + 
* tography performed in Example 61 above ' ' 38 36 3 Pa ' 6 ye " OW P owder du ™9 chroma- 

[0487] Melting point: 198 - 201 °C 

^nXutT^T 0 resonance spec,rum (400 MHz ' CDC,s) 5ppm: 
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8.33 (1 H, broad singlet); 
7.17 (2H, doublet J=6 Hz); 

7.12 (2H doublet of doublets, J=9 Hz. 5 Hz); ; 

6.97 (2H triplet. J=9 Hz); 
5 6.32 (1H, doublet, J=3 Hz): 

5.40 (IK singlet): 

3.22-3.18 (1H : multiplet); 

2.95-2.9I (1H S multiplet): 

2.57-2.46 (1H : multiplet); 
70 2.34 (3H : singlet); 

2.27-2.23 (1H : multiplet); 

2.11-2.09 (1H : multiplet): ' . 

1.08 (3H, doublet, J=6 Hz). 

75 Example 63 

2-(4-Fluorophenyl)-4-(1 .2.2 6.6-pentamethyl-l .2.3 ; 6-tetrahvdropvridin-4-vl)-3-(pyridin-4-vl)-l /-/-pyrrole (Compound 
No. 1-2651) ~ " 

20 [0489] 




30 

[0490] In a similar manner to the procedures described in Example 9(i) and 9(iii) above, coupling, dehydration and 

desilylation reactions were carried out using 1 ; 2 ? 2 ; 6 r 6-pentamethylpiperidine-4-one as a starting material instead of 

1 -benzylpiperidine-4-one to give the title compound (yield 69%) as a white powder. 

[0491] Melting point: 264 - 266°C (decomposition) 
35 [0492] ^-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 8 ppm: 

11.38 (1H broad singlet); 

8.43 (2H doublet, J=6 Hz); 

7.20-7.09 (6H, multiplet); 

6.38 (1 H, doublet, J=3 Hz); 
40 4.38 (1H, singlet); 

2.18 (3H, singlet); 

2.07 (2H, singlet); - 

1.01 (6H, singlet): 

0.90 (6H singlet). 



so 



55 



, ,317 
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Example 64 

2,4.n UOf o phfinv , M . n ^. 6 . 6 . pftn „ mPthvlpippririin 1 vM ,,,, n „ riri ,_ y „ ,„ n ,„„ (Comnn o _ 

[0493] 




[0494] In a similar manner to that described in Examde 11 ah™* a ,a « 

1 .2.3,6-tetrahydropyridin.4-yl).3.(pyridin- 4 -yl).i H-nwateVnVlrT \ 2 -< 4 - fluoro P n ^W)-4-<1 ,2,2.6,6-pentamethyl- 
to give the title compound (yield 82%) as a white powdlr " EXamp ' e 63 ab ° Ve) Was reduced 

[0495] Melting point. 248 - 250°C (decomposition) 

5 "7(1 K^Z^T^ reS ° nanCe (5 °° ^ DMS °^ ) 5 «™ 

8.47 (2H, doublet : J=6 Hz): 
7.21-7.15 (4H, multiplet); 
7.11 (2H : triplet J=9 Hz): 
25 6.73 (1H, doublet, J=2 Hz): 
2.91-2.62 (IK multiplet): 
2.14 (3K singlet); 
1.54-1.47 (2H, multiplet); 
1.36 (2H, triplet, J=13 Hz) 
50 1-01 (6H, singlet); 
0.36 (6H, singlet). 

Example 65 



[0497] 




50 



55 



of l-benzylpiperidine-4-one to give the^o^oun T^T^TT^'^ 35 3 S,artin9 materia ' instead 
[0499] Melting point: 230 - 233°C (decomposition) " ^ 

KH^ubTe^r reSOnanCS SP6C,rUm (5 °° CD3 ° D) 5 PPm 



7.24 (2H, doublet, J=6 Hz). 
7.18 (2H, doublet of doublets. J=9 Hz 6 Hz) 
7.01 (2H, triplet, J=9 Hz); 
6 32 (1H, singlet); 
5.55-5.50 (1H, broad multiplet); 
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3.36-3.30 (2H, multiplel); 
2.90 (2H, triplet, J=6 Hz); 
2.16-2.09 (2H, broad multiplet). 

5 Example 66 

4-(3-Dimethy1amino-1 -propen-1 -yl)-2-(4-fluorophenyl)-3-(pvridin-4-v0-1 H-pyrrole (Compound No. 1 -251 9) 
[0501] 



15 




66(i) 2-(4-Fluorophenyl)-4-(3-hvdroxy-1 -propen-1 -vl)-3-(pyridin-4-vlH H-pyrrole 

20 

[0502] 27.6 ml (27.6 mmol) of a 1 M solution of diisobutylaluminum hydride in dichloromethane were added dropwise 
to a solution of 3.88 g (12.5 mmol) of ethyl 3-[2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylate in 120 ml of 
dichloromethane at -78'C with stirring. The resulting mixture was stirred at the same temperature for 3 hours. At the 
end of this time, the reaction mixture was added to a saturated aqueous solution of sodium hydrogencarbonate and 

25 the resulting mixture was filtered. The filtrate was extracted with dichloromethane and the organic extract was washed 
with water dried over anhydrous sodium sulfate and then concentrated by evaporation under reduced pressure. The 
residue thus obtained was purified by chromatography on a silica gel column using a 9:1 by volume mixture of hexane 
and ethyl acetate as the eluant to afford 3.42 g (yield 93%) of the title compound as a pale brown powder. 
[0503] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD) 5 ppm: 

30 8.41 (2H, doublet, J=6 Hz); 
7.23 (2H, doublet, J=6 Hz); 
7.20 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

7.08 (1H, singlet): 

7.01 (2H : triplet, J=9 Hz); 
35 6.39 (1 H, doublet, J=16 Hz); 

5.98 (1 H, doublet of triplets, J=16 Hz, 6 Hz); 

4.09 (2H, doublet of doublets : J=6 Hz, 1 Hz). 

66(ii) 3-f2-(4-Fluorophenvl)-3-(pyridin-4-vl)-1 H-pvrrol-4-vllacrylaldehvde 

40 

[0504] 16.32 g of activated manganese oxide were added to a solution of 1 .63 g (5.54 mmol) of 2-(4-fluorophenyl)- 
4-(3-hydroxy-l -propen-1 -yl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in step 66(i) above] in 80 ml of dimeth- 
ylsulfoxide. The resulting mixture was stirred at room temperature for 24 hours. At the end of this time, ethyl acetate 
was added to the reaction mixture and then this was filtered. Water was added to the resulting filtrate and then this 

45 was extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate 
and then concentrated by evaporation under reduced pressure. The residue thus obtained was washed with dichlo- 
romethane to afford 1 .36 g (yield 84%) of the title compound as a pale brown powder. 
[0505] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD-CDCI 3 ) 6 ppm: 
9.42 (1 H, doublet, J=8 Hz); 

so 8.51 (2H, doublet, J=6 Hz); 
7.49 (1H, singlet); 
7.45 (1H, doublet, J=16 Hz): 
7.27 (2H, doublet, J=6 Hz); 
7.22 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

55 7.01 (2H, triplet, J=9 Hz); 

6.39 (1 H, doublet of doublets, J=16 Hz, 8 Hz). 
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66n.i l 4.r3.0i mfi ,hylamino- 1 .pron^ 

S ™ep m ^^ (Prepared as de- 

1 by vo.ume mixture o* rnelLoZT^Zan ITS^eZZTsT^ T^ SSOlved 

were added to the solution. The resulting mixture was stirred * ™ Zi^ , , ° °[ SOd,um cyanotrihydridoborate 

the reaction mixture was added to a satSed aoueou ^f' 00 ™ ™^*™ <°' 19 hours. At the end of this time, 

extracted with ethy. acetate J^^c Zt^TlZTT ° S ° dlUm h ^ 0 9 enc arbonate and then this was 

then concentrated by B^po^^S^Z^^Z °ver anhydrous magnesium sulfate and 

onasilicagelcoJnusi^ 

to gfve 429 mg (yield 56%, of the title compound as a whKeTowdeT 'sopropytam.ne as the e.uant 

[0507] Melting point: 196 - 196°C (decomposition) 

£S IhTu*TL7hT C reS ° nanCe SP6C,rUm <40 ° MHZ ' « PP«»: 

7.23 (2H, doublet. J=6 Hz): 

7.20 (2H : doublet of doublets. J=9 Hz 5 Hz) 

7.09 (IK singlet); 

6.98 (2H, triplet, J=S Hz); 

6.35 (1H : doublet, J=16 Hz); 

5.38 (1 H ; doublet of triplets, J=16 Hz. 7 Hz) 

3.04 (2H, doublet, J=7 Hz): 

2.27 (6H, singlet). 

Example 67 

4- ( 4-Aminobutyl).p.(4.f lu0 rophenv.V3-fn Vfid in.4..n.i »- ry ^, e fComao „ nH M „ ,,00, 
[0509] 




67(i)4-(3-Cyanopropyl).?.(4-fluoro D h e nyn..^.( pv r i d i n . 4 . v |).iH. rV r^ lo 

m. o, N,N-dime,hy [ ,fo ( r P mam,de and^^ «M above, inVo 

ature, a saturated aqueous solution of sodium hvrtmn^l * . A,ter coo,ln9 ,0 room temper- 

was extracted with ethy, acetate The orcS ^SS^ZTJT * "* miXtUre and then < his 

and then concentrated by m^oJi^rS^SSr^ T dried over magnesium sulfate 

raphy on a silica gel column using a 2 1 1bl vatomZ ^ assure. The res.due thus obtained was purified by chromatog- 
(yield 42%) o, themie ooTpoundJ N ^^TpSST * ^ ^ 306,316 33 l ° ° ■«* 9 

£IIh,Z£?;t&t c resonance spec,rum (500 MHz ' cdc,3) 6 ppm: 

6.25 (1 H, broad singlet); 

7.13 (2H, doublet of doublets. J=9 Hz, 5 Hz) 

7.12 (2H, doublet, J=6 Hz); 

6.97 (2H, triplet, J=9 Hz); 

6.75 (1H, doublet, J=3 Hz); 
2.70 (2H, triplet, J=7 Hz); 
2.28 (2H, triplet, J=7 Hz); 

1.76 (2H, quintet, J=7 Hz). 
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67(ii) 4-(4-Aminobutvl)-2-(4-fluorophenvl)-3-(pyridin-4-vl)-1 H-pyrrole 

[051 2] A solution of 0:94 g (3.08 mmol) of 4-(3-cyanopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared 
as described in step 67(i) above] in 50 ml of tetrahydrofuran was added dropwise to a suspension of 468 mg (12.32 

5 mmol) of lithium aluminum hydride in 100 ml of tetrahydrofuran at room temperature with stirring. The resulting mixture 
was stirred at 60°C for 3 hours. After cooling to room temperature, 0.47 ml of a 15% aqueous solution of sodium 
hydroxide and 20 ml of water were successively added gradually to the reaction mixture. The resulting mixture was 
filtered and the filtrate thus obtained was concentrated by evaporation under reduced pressure. The resulting residue 
was purified by chromatography on a silica gel column using a 25:1 by volume mixture of ethyl acetate and isopro- 

io pylamine as the eluant to give 410 mg (yield 43%) of the title compound as a pale red powder. 
[0513] Melting point: 185 - 187°C 

[0514] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 5 ) 5 ppm: 
10.02 (1H : broad singlet): 
8.49 (2H : doublet, J=4 Hz); 

is 7.19 (2H : doublet of doublets. J=9 Hz : 5 Hz); ' • 

7.14 (2H, doublet, J=4 Hz): 

6.94 (2H : triplet, J=9 Hz); 

6.72 (IK doublet, J=2 Hz): 

2.65 (2H : triplet, J=7 Hz): 
20 2.51 (2H ; doublet, J=7 Hz); 

2.46-2.08 (2H, multiplet): 

1.52-1.46 (4H, multiplet). 

Example 68 

25 

1 -(2-Dimethvlaminoethyl)-3-(4-fluorophenyl)-2-(pyridin-4-vl)-1 H-pyrrole (Compound No. 2-1 OS) 
[0515] 



35 




40 [0516] In a similar manner to the procedures described in Examples 12(i), 12(H) and 12(iii) above, reactions were 
carried out using 2-dimethylaminoethylamine as a starting material instead of 4-amino-1-benzylpiperidine to give the 
title compound (yield 8%) as a pale brown powder. 

[0517] Melting point: 70-73°C - 

[0518] . 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 
is 8.60 (2H : doublet; J=6 Hz); 

7.19 (2H, doublet, J=6 Hz); . 

7.07 (2H : doublet of doublets, J=9 Hz,. 5 Hz); 

6.39 (2H ; triplet, J=9 Hz); 

6.38 (1H, doublet, J=3 Hz); 
so 6.36 (1 H, doublet, J=3 Hz): 

3.96 (2H, triplet, J=7 Hz); 

2.48 (2H, triplet, J=7 Hz); 

2.15 (6H, singlet). 

55 .... 
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Example 69 

HgJLPjm^^ , ^ 

[0519] 



No. 2-2626) 



55 




S J: ^gS^^ ^ EXamP ' eS ^ - a^ve, reactions were 

d .ne ,o g.ve theL corTpol (S^^T^" 3 ^ ^ « — -1 -.enzy.p.per- 

[0521] Melting point: 101 - 103°C 

r°2?ou 1 ^^ 1 C,ear ma 9netic resonance spectrum (400 MHz, CDCk) 5 ppm- 
8.58 (2H : doublet, J=6 Hz); 
7.14 (2H, doublet, J=6 Hz); 
7.04 (2H : doublet of doublets, J=9 Hz, 5 Hz): 



6.38 (2H S triplet, J=9 Hz). 
6.34 (i H, doublet, J=3 Hz): 
6.32 (1H, doublet, J=3 Hz): 
3.90 (2H : singlet); 
30 2.22 (6H, singlet): 
2.00 (2H, singlet): 
0.54 (6H, singlet). 



Example 70 



HB-AzabicvCofS P 1loctan-3-v l ).^(4-fl„o r o P henv.>.P-^v r iHin... y lM „. Dvrrolft , nnmp „„^ ^ 0 ^ 
[0S23] 




Lr 22 olVng f ben EXamP ' eS ^ 1200 ^ ^ -« 

ridine to afford L fJS^SSlX^SS^^^ °' 4 ^"o-1 * enzylpipe- 

similar manner to that ^f^^l^T^T"^ ^ W3S ,hen d ^enzyla t ed in a 

[0525] Metting point: 204- 205°C * " ° " ^ ^ ™* C ° mp ° Und (yield 90% > as 

a white powder. 

[0526] ^H-Nuclear magnetic resonance spectrum (500 MHz, CDCk) 5 ppm: 
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8.60 (2H, doublet, J=6 Hz): 

7.14 (2H, doublet, J=6 H7): 

7.02 (2H, doublet of doublets: J=9 Hz. 5 Hz); 

6.38 (1H. doublet, J=3 Hz): 
5 6.36 (2H triplet, J=9 Hz): 

6.38 (1H : doublet, J=3 Hz): 

4.36-4.25 (1H, multiple!): 

3.67-3.53 (2H : multiple!): 

2.51-2.39 (2H : multiplet): 
10 1.90-1.67 (4H, multiplet): 

1.57-1.47 (2H : multiplet). 

Example 71 

75 (±)-3-(4-Fluorophenvl)-l-(2-methvlpiperidin-4-vl)-2-(pvridin-4-vl)-1 H-pyrrole (Compound No. 2-2522) 
[0527] 




30 

[0528] In a similar manner to the procedures described in Examples 12(i), 12(H) and 12(iii) above, reactions were 

carried out using (±)-4-amino-1 -benzyl-2-methylpiperidine as a starting material instead of 4-amino-1 -benzylpiperidine 

to afford the N-benzyl derivative of the title compound. The N-benzyl derivative was then debenzylated in a similar 

manner to that described in Example 9(ii) above to give the title compound (yield 24%) as a white powder. 
35 [0529] Melting point: 173 - 175°C 

[0530] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 6 ppm: 

8.61 (2H, doublet, J=5 Hz): 

7.15 (1H doublet, J=5 Hz); 

7.14 (1R doublet, J=5 Hz); 
40 7.07-7.03 (2H : multiplet); 

7.00 (0.5H, doublet, J=3 Hz); 

6.95 (0.5H, doublet; J=3 Hz); 

6.38 (2H, triplet, J=9 Hz): 

6.38 (1 H, doublet, J=3 Hz): 
45 4.30-4.26 (0.5H, multiplet); 

4.00-3.91 (0.5H, multiplet); 

3.47-3.39 (0.5H, multiplet); 

3.17-3.15 (0.5H, multiplet), 

2.98-2.88 (1H : multiplet); 
so 2.66-2.61 (1H, multiplet); 

2.06-1.76 (4H, multiplet): 

1.11 (1.5H, doublet, J=7 Hz): 

1.08 (1.5H, doublet, J=7 Hz). 
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Example 72 

3-(4-Fluorophenvl>.?.( ? -m P ,hvl f , m inop y r idin-4-yn -l. f n i n eridin-4-vn-l H-nvrm .e .ComnonnH ^ o,on,o^ 
5 [0531] 



70 



75 




20 72 C) LB -Ben; ; ylpiperidin.4-vl)-3-(4-fluoro D hen V n-P.^ .f| uoroDvr i din . 4 . vn , 1 H _ pyrr ^ 

give the title compound (Z^^TS^^T" 9 ^ * ^•^»*oxy aktahy « te to 

" S?1 H.^oubTewLs Hz). 61 " reS ° nanCO SPeCUUm (4 °° MH2 ' CDC '^ 5 

7.37-7.24 (5H : multiple!); 

7.04 (2H, doublet of doublets. J=9 Hz, 5 Hz) 

7.02-6. 96 (2R multiplet); 
20 6.90 (2H, triplet, J=9 Hz): 

6.75 (1H, singlet); 

6.37 (1K doublet, J=3 Hz); 

3.39-3.78 (IK multiplet): 

3.52 (2H, singlet); 
35 3.01-2.96 (2H : multiplet): 

2.12-1.96 (4K multiplet); 

1 94-1.66 (2H : multiplet). 

time, the solvent was distilled oft trom the reaction mix ure ITr L 8n au,OC,ave for 28 hours At the end of this 
« added to the residue, and the ™S£r^^S^ h ! ^ Pr6SSUre Ethy ' 3Ce1a,e and wa,er were 

centrated by evaporation , 2eKZZ^^ "f^ anhydr ° US ma 9 nesium SL "^ and then con- 

» a " 0 H^ubTet J = 5 Hz) 8 "' reS ° nanCe ^ ^ ° D ° k) * ^ 

7.35-7.23 (5H, multiplet); 

7.12 (2H, doublet of doublets. J=9 Hz 5 Hz) 

6.92 (1H, doublet, J=3 Hz); 

6.88 (2H, triplet, J=9 Hz): 
55 6.48 (1 H, doublet, J=5 Hz): 

6.37 (1 H, doublet, J=3 Hz): 

6.20 (1H : singlet); 

4.66-4.57 (1H, multiplet); 
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3.93-3.84 (1H, multiplet); 
3.51 (2H, singlet); 
2.99-2.91 (2H, multiplet); 

2.34 (3H. doublet, J=5 Hz): 
5 2.06-1.65 (SH, multiplet). 

72(iii) 3'(4-Fluorophenvn-2-(2-methvlaminopvridin-4-vl)-1-(piperidin-4-vl;-1 /-/pyrrole 

[0536] In a similar manner to that described in Example 9(ii) above, 1 -(1 -benzyl-piperidin-4-yl)-3-(4-fluorophenyl)-2- 
10 (2-methyl-aminopyridin-4-yl)-1 H-pyrrole [prepared as described in step 72(H) above] was debenzylated to give the title 
compound (yield 52%) as a white powder. 
[0537] Melting point: 165 - 167°C 

[0538] ^-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 5 ppm: 

8.12 (.1H : doublet, J=5 Hz); 
is 7. 1 3 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

6.93 (1H, doublet.. J=3 Hz): 

6.38 (2H : triplet, J=9 Hz); 

6.49 (1 H, doublet of doublets, J=5 Hz, 1 Hz); 

6.38 (1H, doublet, J=3 Hz): 
20 6.21 (1 H, doublet, J=1 Hz): 

4.65-4.55 (1H, multiplet); 

4.02-3.97 (1H, multiplet); 
■ 3.16 (2H, broad doublet, J=12 Hz); 

2.35 (3H, doublet, J=5 Hz); 

2S 2.60 (2H, doublet of triplets, J=12 Hz, 3 Hz); 
1.99-1.61 (4H, multiplet). 

Example 73 

30 2-(4-Fluorophenvl)-3-[2-(1(S)-phenvlethvlamino)pyridin-4-v11-4-(1 ,2.3.6-tetrahvdropvridin-4-vl)-1 H-pyrrole 
(Compound No. 1-2600) 

[0539] 



35 




73(i) 4-Bromo-2-(4-fluorophenvl)-3-f2-fluoropyridin-4-vl)-1 -triisopropylsilyl-1 H-pyrrole 

45 ' — — - - - — ■ .—i— — 

[0540] In a similar manner to the procedures described in Examples 1(i), 7(i), 7(ii) and 7(iii) above, a pyrrole ring- 
forming reaction, a decarboxylation reaction, a silylation reaction and a bromination reaction were carried out using 
ethyl 3-(2-fluoropyridin-4-yl)acrylate as a starting material instead of ethyl 3-(4-pyridyl)acrylate to give the title com- 
pound (yield 48%) as a pale yellow powder. 

50 [0541] ""H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 5 ppm: 
8.05 (1 H, doublet, J=5 Hz); 
7.38 (2K doublet of doublets, J=9 Hz, 5 Hz); 
7.20 (2H, triplet, J=9 Hz); 
7,15 (1H, singlet); 

55 7.01-6.97 (1H, multiplet); 
6.78 (1H, singlet); 
1.20-1.07 (3H, multiplet); 
0.99 (16H, doublet, J=7 Hz). 
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n°ff 3 i « lH * Nuc,ear magnetic resonance spectrum (500 MHz. CDCU) 5 ppm 
8.42-8.31 (IK broad singlet); w 
io 8.09 OK doublet, J=5 Hz): 

7.15 (2H ; doublet of doublets. J=9 Hz 5 Hz) 
7.04-6.97 (3H 5 multiplet): 
6.32 OK singlet): 
6.77 (IK singlet): 
15 6.00-5.89 OH, multiplet): 
5.53-5.39 OK multiplet): 
5.31 (IK doublet, J=16 Hz); 
5.21 (IK doublet, J=n Hz): 
4.52 (2K doublet : J=5 Hz): 
20 4.04-3.96 (2H : broad singlet): 
3.53-3.52 (2H, broad singlet): 
2.29-2.12 (2H, multiplet). 

35 L°™ S l J H " Nuc,ear magnetic resonance spectrum (500 MHz. CDCI-) 5 ppm 
8.20-8.12 (1H : broad singlet): ' 
7.96 OH, doublet, J=5 Hz): 
7.25 (4H, singlet): 
7.22-7.16 (1H, multiplet); 

7.04 (2H, doublet of doublets. J=9 Hz, 5 Hz)- 
6.39 (2H, triplet J=9 Hz): 

6.74 (1 H, singlet); 
6.44 OK doublet, J=4 Hz); 
6.10 (1H, singlet): 
45 6.00-5.69 (IK multiplet); 
5.54-5.33 (IK multiplet): 
5.32 OK doublet, J=16 Hz); 
5.22 (1H, doublet, J=11 Hz): 

5.05 (1H, broad doublet. J=6 Hz) 
50 4.62 (2H 5 doublet, J=5 Hz); 

4.54-4.46 OK multiplet): 
3.93-3.63 (2H, multiplet): 
3.50-3.38 (2H 5 multiplet); 
2.20-2.05 (2H S multiplet); 
55 1.48 (3H 5 doublet, J=7 Hz). 



40 
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73(iv) 2-(4-Fluorophenvl)-3-r2-(1(S)-phenylethv^ H-pyrrole 

[0546] A mixture of 229 mg (0.44 mmol) of 4-(1 -allyloxycarbonyl-1 ,2.3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)- 

3- [2-(1(S)-phenyjethylamino)pyridin-4-yl]-1H-pyrrole [prepared as described in step 73(iii) above] in 2.5 ml of a 10:1 
5 by volume mixture of dioxane and water 55 u.l (0.66 mmol) of pyrrolidine and 5 mg (0.0044 mmol) of tetrakis(triphe- 

nylphosphine)palladium (0) was stirred at 0°C for 1 0 minutes. At the end of this time : water was added to the reaction 
mixture and then this was extracted with ethyl acetate. The organic extract was washed with water and then concen- 
trated by evaporation under reduced pressure. The residue thus obtained was purified by chromatography on a silica 
gel column using a 10:1 :1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant to give 41 

io mg (yield 2i°c) o: the title compound as a pale brown amorphous solid. 

[0547] 'H-Nuclear magnetic resonance spectrum (500 MHz, CDCU) 5 ppm: 
8.19-8 Cl (1H broad singlet); 
7.96 (1H doublet J=5 Hz); 
7.26 (4H single! i 

75 7.24-7 ir (1H mjlttplel): 

7.06 {2H douDicl of doublets, J=9 Hz : 5 Hz); 

6.39 UH inptoi J <r. Hz): 

6.74 (1 H sinqicii 

6.47 ( 1 H doublet J 4 Hz): 

20 6.15 (1 H smujcli 

5.47 (1H doublet J-3 Hz). 
5.05 (1H brofcddouolct. J=6 Hz): 
4.50-4 52 (1H mjlttplel). 

3.31 -3 26 (2H mjliiplet): 
25 2.94-2 £4 (2H mjltiplct): 
2.13-2.07 (2H rrultiplet): 

1.48 (3H. doublet J = 7 Hz). 

Example 74 

. 30 

4- ( 1 -t-Butvl-1 .2.3 6-tetrahvdropvridin-4-yl)-2-(4-fluorophenvl)-3-fpvridin-4-vl)-1 H-pyrrole (Compound No. 1 -2635) 
[0548] 

35 



40 




^5 [0549] In a similar manner to the procedures described in Examples 9(i), 9(ii) and 9(iii) above/coupling, dehydration 
and desilylation reactions were carried out using l-t-butylpiperidine-4-one as a starting material instead of 1 -benzyl- 
piperidine-4-one to give the title compound (yield 20%) as a pale yellow powder. 
[0550] Melting point: 242 - 244°C 

[0551] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCU-DMSO-d 6 ) 8 ppm: 
50 9.72 (1H, broad singlet); 

8.46 (2H, doublet, J=6 Hz); 

7.19 (2H : doublet J=6 Hz); 

7.16 (2H, doublet of doublets.. J=9 Hz, 5 Hz); 

6.94 (2H, triplet, J=9 Hz); 

55 6.31 (1H, doublet, J=3 Hz); . . 

5.46 (1H, singlet); 
3.19-3.11 (2H, multiplet); 
2.66-2.58 (2H, multiplet); 
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2.26-2.18 (2H, multipiet); 
1.10 (9H, singlet). 

Example 75 
[0552] 



CH 3 




4-one to give the title compound (yield 26%) as a white powder. uenzyipipename 
[0554] Melting point: 173 - 175°C 

[0555] TH-Nuclear magnetic resonance spectrum (400 MHz CDCM 5 oorrr 
8.47 (2H doublet, J=6 Hz); c PP 

8.29 (1H 5 broad singlet); 
7.17 (2H, doublet, J=6 Hz): 
7.12 (2H doublet of doublets, J=9 Hz. 5 Hz) 
6.96 (2H, triplet, J=9 Hz); 
6.32 (1H, doublet, J=3 Hz): 
5.45 (1H, singlet); 
30 2.99 (2H, broad doublet, J=3 Hz): 
2.56 (2H, triplet, J=6 Hz); 
2.39 (2K triplet, J=S Hz): 
2.28-2.23 (2H : multipiet): 
1.55-1.48 (2H multipiet): 
3S 1.31-1.22 (10H, multipiet); 
0.38 (3H, triplet, J=7 Hz). 



Example 76 
[0556] 



50 




55 
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on a silica gel column using a 50:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the 
title compound (yield 33%, Rf value = 0.20) as a pale yellow powder. 
[0558] Melting point: 210 - 212°C (decomposition) 

[0559] ""H-Nuclear magnetic resonance spectrum (400 MHz : CDCI 2 ) 5 ppm: 
s 8.47 (2H 5 doublet, J=6 Hz): 

8.31 (1H, broad singlet); 

7.17 (2K doublet, J=6 Hz); 

7.13 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

6.97 (2H S triplet J=9 Hz); 
10 6.32 (1H, singlet); 

5.27 (1H, singlet); 

3.09-3.00 (1H, multiplet); 

2.97-2.68 (1H, multiplet); 

2.34-2.73 (1H, multiplet); 
is 2.48-2.24 (3H, multiplet); 

2.22-2.11(1H, multiplet); 

1.09 (3H, triplet, J=7 Hz): 

1.04 (3H, doublet, J=7 Hz). * 
20 Example 77 

(±)-4-(1-Ethyl-2-methyl-1 ■2.3.6-tetrahvdropvridin-4-vl)-2-(4-fluorophenyl)-3-(pvridin-4-vl)-1 /-/-pyrrole (Compound No. 
1-2709) ~ ~ ~~ 

2S [0560] 




35 [0561] The title compound (yield 46%, Rf value = 0.15) was obtained as an orange powder during the chromatography 
performed in Example 76. 

[0562] Melting point: 218 - 220°C (decomposition) 

[0563] ^-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) § ppm: 

8.47 (2H, doublet, J=6 Hz); 
40 8.32 (1 H, broad singlet); 

7.17 (2H, doublet, J=6 Hz); 

7.12 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.32 (1H, singlet); 
45 5.44 (1H, singlet); 

3.16-2.99 (2H 5 multiplet); 

2.90-2.79 (1H, multiplet); 

2.76-2.64 (1H, multiplet); 

2.51-2.32 (2H, multiplet); 
50 2.03-1 .98 (1 H, multiplet); 

1.08 (3H, triplet, J=7 Hz); 

1.01 (3H, doublet, J=6 Hz). 



; ,329 

BNSDOCID: <EP 107071 1A2J_> 



5 



10 



15 



30 



35 



40 



45 



EP 1 070 711 A2 

Example 78 



(±)-2-(4-FluorophenvlM-(1 £3 5 6 7 P ^■oc,ahydroinr1ol i7 in.7.vn. 3 .rn V nriir,-,.w,-i ^ pvrro , afComnft „ nri Nq , ,2655} 
[0564] 




[0565] In a similar manner to that described in Example 11 above (+)-2-(4-fluoro D henvn a m o q c ft o a ^ h 



title compound (yield 52%) as a white powder. 
[0566] Melting point: 263 - 265°C 

[0567] i H-Nuclear magnetic resonance spectrum (500 MHz. DMSO-d ft ) 5 ppm 
20 11.20 (1H, broad singlel); ' 
8.48 (2H : doublet. J=6 Hz): 
7.18-7.12 (4H : multiple!); 
7.09 (2K triplet, J=9 Hz); 
6.76 (1 H : doublet, J=2 Hz); 
25 2.98-2.92 (1H, multiplet); 

2.92-2.66 (1H S broad triplet, J=8 Hz); 
2.46 (1 H, triplet of triplets, J=1 3Hz. 3 Hz): 
1.98-1.45 (9H, multiplet); 
1.30-1.14 (2H, multiplet). 



Example 79 

gg' A " VM - mfi ' hy| - 1 2 3 6 -' e ' r ^V r< ^V^ l n-4-v l )-2-(4-fl, l ornnh.nvn. 3 .^ r ,Hin...„ l u 1 ^ pvrrole , r , nmnnilnH ^ 
[0568] 




- 5£=~ 

[0570] Melting point : 21 8 - 220°C 
55 [0571] i H-Nuclear magnetic resonance spectrum (500 MHz, CDCM 5 ppnv 
8.48 (2H, doublet, J=6 Hz); ° HH 



8.39 (1H, broad singlet); 
7.17 (2H, doublet, J=6 Hz); 
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7.11 (2H, doublet of doublets, J=9Hz, 5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.33 (1H, doublet/ J=3 Hz); 

5.56-5.58 (1H. multiplet): 
5 5.34 (1H, singlet): 

4.96 (1H, doublet. J=10 Hz); 

4.90 (1H, doublet. J=17 Hz); 

2.39-2.67 (1K multiplet): 

2.71-2.67 (1H. multiplet); 
10 2.46-2.43 (2H, multiplet); 

2.37 (3H : singlet): 

2.35-2.32 (1H, multiplet); 

2.12-2.07 (2H, multiplet). 

75 Example 30 

(±)-4-(2-Allyl-l-methyl-1 .2.3.6-tetrahvdropyridin-4-vl)-2-(4-fluorophenvl)-3-(pvndin-4-vl)-1 H-pyrrole (Compound No. 
1-2732) 

20 [0572] 



25 




[0573] The title compound (yield 18%, Rf value = 0.35) was obtained as a pale yellow powder during the chroma- 
tography performed in Example 79 above. 
[0574] Melting point : 173 - 180°C 
35 [0575] ^-Nuclear magnetic resonance spectrum (500 MHz, CDCU) 6 ppm: 
8.47 (2H ; doublet, J=6 Hz); 

8.38 (1H, broad singlet); 
7.17 (2H, doublet, J=6 Hz); 

7.12 (2H, doublet of doublets. J=9Hz, 5 Hz); 
40 6.96 (2H, triplet, J=9 Hz); 
6.32 (1H ! doublet, J=3 Hz); 
5.77-5.69 (1R multiplet); 

5.39 (1H, singlet): 

5.03 (1H, doublet, J=4 Hz); 
45 5.00 (1H, singlet); 

3.19-3.15 (1H, multiplet); 

2.99-2.95 (IK multiplet); 

•2.57-2.41 (1H, multiplet); 

2.36 (3H, singlet); 
so . 2.36-2.31 (1H, multiplet); 

2.24-2.09 (3H, multiplet). 
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Example 81 




M-2.3.6-tetrahydropyr^^ fComp nitnH 



5 



[0576] 



w 




-Ph 
N' CH 3 



15 



F 



20 




[0579] "»H-Nuclear magnetic resonance spectrum (500 MHz CDCU) 8 
25 8.45 (2H, doublet : J=6 Hz); 
8.28 (1H, broad singlet); 
7.20-7.12 (3H : multiple!); 
7.09 (2H, doublet, J=6 Hz); 

7.10- 7.07 (2H : multiplet); 
30 6.97-6.91 (4H, multiplet); 

6.76 (1H, doublet, J=3 Hz): 
5.24 (IK singlet): 
3.13-3.10 (1H, multiplet): 
2.94-2.69 (2K multiplet); 
35 2.51 (3K singlet); 

2.49-2.35 (3H, multiplet); 

2.11- 2.05 (1H, multiplet). 

Example 82 

40 



•4^2-benzyl-1-met^ 



[0580] 



45 




Ph 



50 



55 



[0581] The title compound (yield 4%, Rf value = 
raphy performed in Example 81 above. 
[0582] Melting point. 1 98 - 1 99°C 



0.33) was obtained as a pale yellow powder during the chromatog- 
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[0583] 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCU) & ppm: 
8.55 (1 H, broad singlet); 

8.43 (2H. doublet, J=6 Hz); ... 

7.23 (2H, triplet. J=7 Hz): 
5 7.16 (2H, triplet J=7 Hz): 

7.12 (2H, doublet. J=6 Hz): 

7.10-7.05 (4H, multiplet); 

6.94 (2H, triplet, J=9 Hz); 

6.72 (1H, doublet, J=3 Hz); 
10 5.40 (1H, singlet); 

3.20-3.17 (1H, multiplet); 

3.08-3.04 (2H, multiplet); 

2.31-2.78 (1H, multiplet); 

2.46 (3H, singlet); 
ts 2.43-2.38 (1H S multiplet); 

2.10-2.00 (2H, multiplet). 

Example 83 

20 (-)-2-(4-Fluorophenyl)-4-(1 .2.3.5.6.8a-hexahvdroindolizin-7-vl)-3-(pyridin-4-vl)-1 /-/-pyrrole (Compound No. 1-2653) 



[0585] (±)-2-(4-Fluorophenyl)-4-(1 ,2,3,5,6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole {prepared as de- 
scribed in Example 60 above) was subjected to High Performance Liquid Chromatography using a chiral column and 
35 employing the conditions described below to give the title compound (retention time: 4.51 minutes, yield 94%) as a 
pale yellow powder. 

[0586] Melting point: 204 - 205°C (Decomposition) 
[0587] [a] 27 D -50.67° (c=0.975, methanol) 
<HPLC> 

40 Column: CHIRALPAK AD (product of Daicel Chemical Industries, Ltd.) 
Eluant: n-hexane : ethanol = 80:20 
Flow rate: 1 .0 ml/minute 
Temperature: 40°C 
Detection: 254nm (UV). 

45 

Example 84 

(+)-2-(4-Fluoropheny1)-4-(1 ,2.3.5,6 ! 8a-hexahydroindolizin-7-yi)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2653) 



[0584] 



25 




30 



50 



[0588] 



55 



F 
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ElSh P^ title COm ^ Un ^ l: etention tlme: 6 23 ™™tes. yield 9 5 o /o) was o5tained as a |fl 
he h,gh Performance Liquid Chromatography performed in Example 83 above 9 
Melting Point: 207-21 0 C C (Decomposition) 
M 24 d +46.59° (c=0.920. methanol) 

Example 85 

W; 2 ;^' 8 7 °P h ^ vl '- 4 -( 6 - m ^^^ .2.3.6-,e.rah V nrop yr Min.4-vn-3-^. r Hin...,„. 1 ^ . DVrrole , C n m no.,nH 

[0590] 




25 



[0592] Melting point : 21 4 - 21 5°C (decomposition) 

[0593] i H-Nuclear magnetic resonance spectrum (400 MHz. CDCU) 5 pnrrr 
30 8.47 (2H, doublet, J=6 Hz); c 

8.22 (1H, broad singlet); 

7.17 (2H : doublet, J=6 Hz): 

7.13 (2H : doublet of doublets. J=9Hz. 5 Hz) 

6.97 (2H : triplet J=9 Hz): 
3S 6.33 (1H 3 singlet); 

5.27 (1K singlet); 

3.07-2.98 (1H, multiplet); 

2.97-2.69 (1K multiplet): 

2.68-2.56 (1K multiplet): 
40 2.47-2.39 (IK multiplet); 

2.37-2.23 (2K multiplet): 

2.20-2.10 OK multiplet); 

1.62-1.43 (2H, multiplet); 

1.04 (3K doublet, J=7 Hz): 
45 0.90 (3H, triplet, J=7 Hz). 



50 



55 
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Example 86 

(±)-2-(4-Fluorophenvl)-4-(2-methyl-1 -propyl-1 .2.3.6-tetrahvdropvridin-4-vl)-3-(pvridin-4-vl)-1 /-/-pyrrole (Compound 
No. 1-2710) 

[0594] 



w 




[0595] The title compound (yield 8%, Rf value = 0.32) was obtained as a white powder during the chromatography 

performed in Example 65 above. 

[0596] Melting point : 21 0 - 218°C (decomposition) 
20 [0597] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

8.47 (2H 5 doublet, J=6 Hz). 

8.23 (1 H : broad singlet): 

7.17 (2H, doublet, J^6 Hz):- 

7.12 (2K doublet of doublets J=9Hz : 5 Hz); 
.25 6.96 (2H, triplet.. J=9 Hz): 

6.32 (1H, singlet); 

5.43 (IK singlet); 

3.16-3.01 (2K multiplet): 

2.39-2.62 (1H, multiplet): 
30 2.58-2.50 (1H, multiplet); 

2.42-2.30 (2H, multiplet); 

2.00-1.92 (IK multiplet): 

1.57-1.45 (2K multiplet): 

1.01 (3H, doublet, J=6 Hz): 
35 0.90 (3H, triplet J=7 Hz). 

Example 87 

(±)-2-(4-Fluorophenyl)-4-(1 .3.4.6.7. 9a-hexahydro-2H-quinolizin-8-vl)-3-(pyridin-4-vl)-1 H-pyrrole (Compound No. 
40 1-2656) — — - — 

[0598] 



45 



50 




[0599] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-octahydro-2H-quinolizine-2-one as a starting material instead of 1 -ben- 
55 zylpiperidine-4-one to afford a mixture of the title compound and the (1 ,3,4,6,9,9a-hexahydro-2H-quinolizin-8-yl) isomer 
thereof (which is the compound of Example 88 below). The mixture was separated by chromatography on a silica gel 
column using a 100:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound 
(yield 6%, Rf value = 0.35) as a pale yellow powder. 
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[0600] Melting point : 223 - 224°C 

[0601] TH-Nuciear magnetic resonance spectrum (500 MHz. CDCL) ft ppm 
8.47 (2H. doublet, J=6 Hz); 
8.30 (1H, broad singlet): 
5 7.17 (2K doublet.. J=6 Hz): 

7.12 (2H : doublet of doublets. J=9Hz, 5 Hz): 
6.96 (2H 5 triplet, J=S Hz); 

6.33 (1H, doubled J=3 Hz); 

5.13 (1H : singlet): 

io 2.38-2.61 (2H : multiplet); 

2.57-2.56 (1H, multiplet); 

2.45-2.43 (1H : multiplet); 

2.40-2.35 (1H : multiplet); 

2.17-2.07 (2H : multiplet); 
'5 1.76-1.73 (1H : multiplet); 

1.69-1.64 (2H multiplet); 

1.44-1.41 (1H S multiplet); 

1.34-1.18 (2H : multiplet). 

20 Example 88 



25 



30 



35 



W FIuaophenvHti ■3.4.6.9.9 a .hexahydro-2H-quinoli 2 in-8.vn. a -mvri H in-4-vn-l H^yrrole (Compound No 



[0602] 




IZWX'^T^Ztr Va ' Ue = ° 301 Wa * mM °* 8 ~ »*" ~~ **• - 

[0604] Melting point : 22S - 234°C (decomposition) 

[0605] 1 H-Nuclear magnetic resonance spectrum (500 MHz. CDCL) 5 DDm 
40 8.47 (2K doublet, J=6 Hz); ° 

8.28 (1K broad singlet): 

7.17 (2H 5 doublet, J=6 Hz); 

7.12 (2K doublet of doublets, J=9Hz, 5 Hz): 

6.96 (2K triplet J=9 Hz); 
45 6.31 (IK doublet, J=3 Hz); 

5.42 (1H, singlet); 

3.30- 3.25 (1K multiplet); 
2.98-2.95 (1K multiplel); 
2.77-2.73 (1H : multiplet); 
2.14-1.99 (5H S multiplet); 
1.74-1.65 (3H : multiplet); 

1.31- 1.21 (2H multiplet). 



55 
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Example 89 

(±)-2-(4-FluorophenylM-(1.2.3.5.8.8a-h^ H-pyrrole 
(Compound No. 1-2906) 

[0606] 



10 



15 




[0607] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 

desilylation reactions were carried out using 4-bromo-2-(4-fluorophenyl)-3-(2-methylaminopyrimidin-4-yl)-Vtriisopro- 
20 pylsilyl-1 H-pyrrole (prepared as described in Preparative Example 1 below) instead of 4-bromo-2-(4-fluorophenyl)-3- 

(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrole, and (±)-1 ,2,3,5, ej^Sa-octahydroindolizine^-one, instead of 1-benzyl- 

piperidine-4-one : as starting materials to afford a mixture of the title compound and the (1 ,2,3,5,6,8a-hexahydroin- 

dolizin-7-yl) isomer thereof (which is the compound of Example 90 below). The mixture was separated by chromatog- 
raphy on a silica gel column using a 200:20:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the 
25 eluant to give the title compound (yield 1 5%, Rf value = 0.55) as a pale brown amorphous solid. 

[0608] ^-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD) 5 ppm: 

8.08 (1 H, doublet, J=5 Hz); 

7.30 (2H, doublet of doublets, J=9Hz, 5 Hz); 

7.02 (2H, triplet, J=9 Hz); 
30 6.32 (1H, singlet); 

6.49 (1H, doublet, J=5 Hz): 

5.57-5.51 (1H, muitiplet): 

3.53-3.45 (1H, muitiplet): 

3.21-3.11 (1H, muitiplet): 
35 2.90-2.61 (1H muitiplet); 

2.30 (3H, singlet); 

2.47-2.28 (2H, muitiplet): 

2.26-2.13 (2H. muitiplet); 

2.07-1.96 (1H, muitiplet); 
40 1.91-1.73 (2H, muitiplet): 

1.49-1.37 (1H, muitiplet). 

Example 90 

45 (±)-2-(4-Fluorophenyl)-4-(l .2.3.5.6. 8a-hexahvdroindolizin-7-vl)-3-(2-methvlaminopynmidin-4-vn-l H-pyrrole 
(Compound No. 1-2905) 

[0609] 



55 
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[0610] The title compound (yield 12%, Rf value = 0.50, was obtained as a pale brown amorphous solid durina thP 
chromatography performed in Example 89 above. amorpnous solid during the 

[0611] ^-Nuclear magnetic resonance spectrum (400 MHz, CD^OD) 6 nom 

6.09 (1 H. doublet. J=5 Hz): 3 PP 

5 7.30 (2H : doublet of doublets. J=9Hz. 5 Hz): 

7.02 (2H ; triplet J=S Hz): 

6.33 (1H 5 singlet): 

6.46 (1H : doublet, J=5 Hz): 

5.48-5.42 (IK multiplet): 
10 3.47-3.38 (IK multiplet): 

3.03-2.75 (4H : multiplet): 

2.31 (3K singlet): 

2.46-2.36 (1R multiplet): 

2.29-2.20 (1H : multiplet) 
75 2.03-1. 87 (2H : multiplet) 

1.33-1.75 (1H : multiplet) 

1.54-1.43 (1H : multiplet). 

Example 91 

20 

(±^3.4-Dif,uoroph fl n y n-4-f 1 2 3 5 B^a-hexahYdroindolizin^-vl^.ovndin^n-, „ _ DVrrole , CnmnniinH ^ 
[0612] 

25 



30 




title compound (yield 29%, Rf value = 0.66) as a pale pink powder °P r °Pyam<ne as the eluant to g IV e the 

[0614] Melting point: 215 - 217°C (decomposition) 



[0615] ^-Nuclear magnetic resonance spectrum (400 MHz. DMSO-d.) 6 nom 
45 11.48 (1H, broad singlet); 

8.48 (2H, doublet : J=6 Hz); 

7.37-7.28 (1H, multiplet); 

7.21-7.10 (1H, multiplet); 

7.14 (2H, doublet, J=6 Hz); 
50 6.96 (1H, doublet, J=3 Hz); 

6.93-6.66 (1H : multiplet); 

5.27-5.20 (1H multiplet); 

3.33-3.23 (1H, multiplet); 

3.05-2.97 (1H, multiplet); 
55 2.65-2.56 (1H, multiplet); 

2.30-2.22 (1H, multiplet); 

2.12-1.93 (3H, multiplet); 

191-1.81 (IH.multiplet); 
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1.75-1.57 (2H, multiplet): 

1.33-1.20 (IK multiplet). . . . 

Example 92 

(±)-2-(3.4-Difluorophenyl)-4-(1 ^.S.S.S.Ba-hexahvdroindolizin^-vO-S-iPvridin^-vD-l H-pyrrole (Compound No. . 
1-3259) " 

[0616] 



15 




20 [0617] The lil lo compound (yield 23%, Rf value = 0.31) was obtained as a pale pink powder during the chromatog- 
raphy peifoimud in Example 91 above. 
[0618] Molting point . 137 - 1 90°C (decomposition) 

[0619] 'H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) Sppm: 
1 1 .48 ( 1 H oread singlet): 
25 8.47 <2H doublet J = 6 Hz): 
7.39-7.29 (1H. multiplet): 

7.21- 7.10 (1H. multiplet): 
7.14 (2H. doublet.. J-6 Hz): 
6.96 (1H doublet J^3 Hz): 

30 6.94-6 £7 (1 H. multiple!) 

5.18-5.13 (1H. multiplet): 

3.10-3.02 (1H. multiple!): 

2.39-2. £2 (IK multiplet): 

2.79-2.71 (IK multiplet): 
35 2.53-2.45 (2K multiplet): 

2.30-2.20 (IK multiplet): 

2.06-1.97 (1H, multiplet): 

1.78-1.53 (3K multiplet): 

1.22- 1.10 (1H, multiplet). 

40 

Example 93 

(±)-4-(1 ^.S.S.S.Sa-Hexahvdroindolizin^-vn-S-fpyridin^-vn^-fS-trifluoromethvtphenvh-l H-pyrrole (Compound No. 
1 -3262) 

45 

[0620] 



50 




[0621] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-3-(pyridin-4-yl)-2-(3-trifluoromethylphenyl)-1 -triisopropylsilyl-1 H- 
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pyrrole (prepared as described in Preparative Example 6 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin. 
4-yl)-1-tr,,so P ro P yl S ilyl-i ^pyrrole, and (±)-1 ^^as.S^.e^a-octahydroindolizine-y-one, instead of 1 -benzylpipeTidine- 
4-one, as starting materials to afford a mixture of the title compound and the (1 .2,a5^8a-hexahydroindolizin-7-yl) 
isomer thereof (which is the compound of Example 94 below). The mixture was separated by chromatography on a 
s silica gel column using a 100:10:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant to 
give the title compound (yield 26%, Rf value = 0.65) as a pale brown powder 
[0622] Melting point: 220 - 223°C (decomposition) 

[0623] 1 H-Nuclear magnetic resonance spectrum (400 MHz. DMSO-d fi ) 5 pom 

11.62 (1H, broad singlet): 
io 8.49 (2H 5 doublet, J=6 Hz); 

7.54-7.35 (4H : multiplet); 

7.16 (2H : doublet, J=6 Hz): 

7.02 (1H ; doublet, J=3 Hz); 

5.29-5.21 (1H, multiplet); 
15 3.35-3.24 (1H, multiplet); 

3.06-2.98 (1H, multiplet); 

2.65-2.56 (1H 5 multiplet); 

2.34-2.24 (1H : multiplet); 

2.13-1.94 (3H, multiplet); 
20 1.92-1.62 (1H multiplet); 

1.75-1.58 (2H : multiplet); 

1.34-1.21 (IK multiplet). 



25 



30 



35 



Example 94 

^ComnnunH Mn 

[0624] 




[0625] The title compound (yield 17%, Rf value = 0.31) was obtained as a pale brown powder during the chroma- 
40 tography performed in Example 93 above. y 
[0626] Melting point : 189 - 191 °C (decomposition) 

[0627] 'H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d c ) 5 Dom 

11.63 (1H, broad singlet); 6 

8.48 (2H, doublet, J=6 Hz); 
4 * 7.55-7.37 (4K multiplet): 

7.15 (2H, doublet, J=6 Hz): 

7.02 (1H, doublet, J=3 Hz); 

5.19-5.14 (1H, multiplet); 

3.12-3.03 (1H, multiplet); 
so 2.91-2.62 (1H, multiplet); 

2.30-2.71 (1H, multiplet); 

2.54-2.45 (2H, multiplet); 

2.33-2.21 (1H, multiplet); 

2.09-1.98 (1H, multiplet); 
55 1.78-1.53 (3H, multiplet); 

1.21-1.10 (1H, multiplet). 
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Example 95 

(±V2-(3-Fluorophenyl)-4-n .2.3.5.B.8a>hexahvdroindonzin-7-vn-3-(Pvridin>4-yl)-1 H-pyrrole (Compound No. 1 -3256) 
5 [0628] 




[0629] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 

desilylation reactions were carried out using 4-bromo-2-(3-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsily 1-1 H-pyrrole 

(prepared as described in Preparative Example 4 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -tri- 

isopropylsilyl-1 H-pyrrole, and (±)-1 ; 2, 3,5,6,7,8, 8a-octahydroindolizine-7-one, instead of 1-benzylpiperidine-4-one, as 
20 starting materials to afford a mixture of the title compound and the (1 ,2.3,5,6,8a-hexahydroindolizin-7-yl) isomer thereof 

(which is the compound of Example 96 below). The mixture was separated by chromatography on a silica gel column 

using a 30:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound (yield 

17%, Rf value = 0.25) as a pale pink powder. 

[0630] Melting point : 199 - 203°C (decomposition) 
25 [0631] 1 H-Nuclcar magnetic resonance spectrum (400 MHz, CDC1 3 ) 6 ppm: 

8.49 (2H, doublet, J=6 Hz); • 

8.30 (1 H, broad singlet); 

7.23-7.18 (3H, multiplet); 

6.96-6.62 (4H, multiplet); 
30 5.50-5.47 (1H, multiplet); 

3.53-2.96 (1H, multiplet); 

3.20 (1K triplet, J=9 Hz): 

2.79 (1H, doublet, J=17 Hz): 

2.32-2.08 (4H, multiplet): 
35 2.00-1.67 (3H, multiplet); 

1.48-1.33 (1K multiplet). 

Example 96 

40 (±)-2-(3-Fluorophenyl)-4-(1 .2.3.5.6.8a-hexahydroindolizin-7-vl)-3-(pyridin-4-vn-1 H-pyrrole (Compound No. 1 -3255) 
[0632] 



45 



50 




[0633] The title compound (yield 12%, Rf value = 0.10) was obtained as a pale brown powder during the chroma- 
tography performed in Example 95 above. 
55 [0634] Melting point : 178 - 181°C (decomposition) 

[0635] ""H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 5 ppm: 
8.50 (2H, doublet, J=6 Hz); 
8.34 (1H, broad singlet); 
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7.26-7.18 (3H, multiplet); 
6.95-6.54 (4K multiplet); 
5.42 (1H : singlet): 
3.23-3.17 (1H. multiplet): 

5 3.02-2.62 (2K multiplet): 
2.7S-2.61 (2H : multiplet): 
2.42-2.30 (IK multiplet): 
2.16-2.04 (1H. multiplet); 
1.95-1.65 (3H. multiplet); 

io 1.44-1.32 (1H. multiplet). 

Example 97 



75 



f±)-2-(3-Ch»oro P henyh-4-f1.2.3.5.B Ba^exaj^^ M , pvrro{e fComnOMnH Mn 

[0636J 



20 



25 



30 



45 




[0638] Melting point : 1 97 - 201 °C (decomposition) 
35 [0639] i H-Nuclear magnetic resonance spectrum (400 MHz CDCU) 5 DDm 
8.49 (2K doublet. J=6 Hz): ° ' 

8.32 (1H, broad singlet): 
7.25-7.13 (5H S multiple!): 
6.96 (1H, doublet, J=7 Hz): 
^ 6.35 (1H, doublet, J=3 Hz); 
5.50-5.47 (1H, multiplet): 
3.54-3.45 (1H, multiplet): 
3.20 (1H : triplet J=9 Hz): 
2.79 (1K doublet, J=16 Hz): 
2.31-2.07 (4H : multiplet): 
2.00-1.67 (3H multiplet); 
1.48-1.33 (1H, multiplet). 



50 



55 
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Example 98 

(±)-2-(3-Chlorophenyl)-4-(1 .2.3.5.6.8a-hexahvdroindolizin-7-vl)-3-(pyridin-4-v0-1 H-pyrrole (Compound No. 1 -3257) 
5 [0640] 



10 



15 

[0641] The title compound (yield 16% ; Rf value = 0.10) was obtained as a pale brown powder during the chroma- 
tography performed in Example 97 above. 
[0642] Melting point : 1 93 - 1 95°C (decomposition) 

[0643] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 5 ppm: 
20 8.50 (2H, doublet, J=6 Hz); 
8.42 (1 H, broad singlet); 

7.25- 7.13 (5H, multiplet); 
6.96 (1H, doublet, J^7 Hz); 
6.35 (1H, doublet, J=3 Hz); 

25 5.42 (1H : singlet); 

3.26- 3.17 (1H, multiplet): 
3.02-2.62 (2R multiplet); 

2.78-2.60 (2H, multiplet); v 

2.42-2.30 (1H, multiplet); 
>30 2.16-2.03 (1H, multiplet); 
: 1.95-1.65 (3H, multiplet); 

1.45-1.32 (1H, multiplet). 



35 



Example 99 

(±)-4-(1 ■2 ; 3 ; 5.8.8a-Hexahvdroindolizin-7-vl)-2-phenyl-3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1 -3254) 



[0644] 



45 




[0645] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
50 desilylation reactions were carried out using 4-bromo-2-phenyl-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole (prepared 
as described in Preparative Example 2 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-l -triisopropylsilyl- 
1 H-pyrrole, and (±)-1,2,3,5,6,7,8,8a-octahydroindolizine-7-one ! instead of 1 -benzylpiperidine-4-one, as starting mate- 
rials to afford a mixture ot the title compound and the (1 ^^.S^^a-hexahydroindolizin^-yl) isomer thereof (which is 
the compound of Example 100 below). The mixture was separated by chromatography on a silica gel column using a 
55 30:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound (yield 14%, Rf 
value = 0.24) as a pale brown powder. 
[0646] Melting point: 201 - 204°C (decomposition) 

[0647] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 8 ppm: 
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8.46 (2K doublet, J=6 Hz): 
8.28 (1H, broad singlet); 
7.30-7.13 (7H multiplet); 
6.34 (1K doublet. J=3 Hz): 
5 5.50-5.47 (1H multiplet): 
3.54-3.45 (1K multiplet); 
3.50 (1H, triplet J=9 Hz); 
2.79 (1H : doublet, J=17 Hz): 
2.32-2.07 (4H : multiplet): 
io 2.00-1.67 (3H S multiple!): 
1 .48-1.33 (1H, multiplet). 

Example 100 

75 W- 4 -" 2-3.5.6.8a-Hexahy^^^^^ H V mo]e (Compound Nn 

[0648] 



20 



25 




!^£SSS£ES IS ™ va '™ - ai " - ob,ained - 8 ~ >— **• - 

50 [0650] Melting point : 1 80 - 1 83°C (decomposition) 

[0651] i H-Nuclear magnetic resonance spectrum (400 MHz CDCI-) 5 pom - 

8.47 (2H. doublet, J=6 Hz): 

8.34 (1H, broad singlet): 

7.30-7.13 (7H, multiplet): 
55 6.34 (1 H, doublet, J=3 Hz); 

5.44 (1H, singlet): 

3.27-3.18 (IK multiplet): 

3.02-2.S2 (2H, multiplet): 

2.78-2.60 (2H, multiplet): 
40 2.43-2.30 (IK multiplet); 

2.17-2.06 (1H, multiplet); 

1.95-1.65 (3H, multiplet); 

1.45-1.32 (1H, multiplet). 

45 Preparative Examples 
Preparative Example 1 

50 4 -Bromo-2-f4-fluorophenvl).3.(?.methvlamino P vri m idin-4- v IVl-trii S npro Pvl si^^ 
1 (i) 2-(4-Fluoroph envl)-3-(2-methylthiopvhmidin-4-vlVl H- pyrroiA 

Sle m aL^Zrr m r l ° r; P ;° CedUreS described - *«mple KO above (pyrrole ring forming reacts) and 
ss SV lm! (deca boxylat.on), react.ons were carried out using ethyl 3- ( 2-methylthiopyrimi^n^-yl)acrylate 
0^531 H Z ^ (4 " Pyndy,)aCr y |atG as * ***** material to afford the title compound (yield 37%) as a ^IZTr 
[0653] i H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 5 ppm 
8.41 (1H, broad singlet); c) PP 

8.24 (1H, doublet, J=5 Hz); 
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7.42 (1 H, doublet of doublets, J=9Hz, 5 Hz); 
7.10 (2H, triplet, J=9 Hz); 
6.38 (1H, triplet, J=3 Hz); 
6.34 (1K doublet, J=5 Hz); 
5 6.31 (1H, triplet, J=3 Hz): 
2.33 (3H, singlet). 



1 (ii) 2-(4-Fiuorophenyl)-3-(2-methanesulfonvlpvrimidin-4-vl)-1 H-pyrrole 



10 [0654] In a similar manner to that described in Example 42(ii) above, 2-(4-fluorophenyl)-3-(2-methylthiopyrimidin- 
4-yl)-1 H-pyrrole [which was prepared as described in step 1 (i) above] was oxidized to afford the title compound (yield 
81%) as a pale yellow powder. 

[0655] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI r CD 3 OD) 8 ppm: 

8.58 .(1 H : doublet, J=6 Hz); 
75 7.50 (2H, doublet of doublets. J=9Hz, 6 Hz); 

7.47 (IK doublet, J=6 Hz): 

7.16 (2H : triplet, J=9 Hz); 

6.90 (1H, doublet, J=3 Hz); 

6.34 (1H, doublet, J=3 Hz); 
20 3.05 (3H, singlet). 



1 [(iii) 2-(4-Fluorophenvl)-3-(2-methvlaminopyrimidin-4-vl)-1 H-pyrrole 



[0656] In a similar manner to that described in Example 42(iii) above, 2-(4~fluorophenyl)-3-(2-methanesulfonylpyri- 
25 midin-4-yl)-1 H-pyrrole [prepared as described in step 1 (ii) above] was reacted with methylamine to afford the title 

compound (quantitative yield) as a pale brown amorphous solid. 

[0657] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 5 ppm: 
t . .* 8.37 (1H, broad singlet): 

t 8.08 (1H, doublet, J=5 Hz); 

J 30 7.44 (2H, doublet of doublets, J=9Hz, 6 Hz); 

7.08 (2H, triplet, J=9 Hz); 

6.35 (1H, triplet J=3 Hz); 

6.75 (1H, triplet, J=3 Hz); 

6.47 (1H, doublet, J=5 Hz); 
35 4.90 (1 H, broad quartet, J=5 Hz); 

2.37 (3H : doublet, J=5 Hz). 

1 (iv) 2-(4-Fluorophenvl)-3-(2-methvlaminopvrimidin-4-vl)-1-triisopropylsilyl-1 H-pyrrole 



40 [0658] In a similar manner to that described in Example 7(ii) above, 2-(4-fluorophenyl)-3-(2-methylaminopyrimidin- 
4-yl)-1 H-pyrrole [prepared as described in step 1 (iii) above] was reacted with triisopropylsilyl triflate, to afford the title 
compound (yield 82%) as a white powder. 

[0659] ^-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 5 ppm: 

7.92 (1 H, doublet, J=5 Hz); 

45 7.36 (2H, doublet of doublets. J=9Hz, 6 Hz); 
7.06 (2H, triplet, J=9 Hz); 
6.90 (1H, doublet, J=3 Hz); 
6.39 (1H, doublet, J=3 Hz); 

5.93 (1H, doublet, J=5 Hz); 

50 4.30 (1 H, broad quartet, J=5 Hz); 
2.33 (3H, doublet, J=5 Hz); 
1.15-0.92 (21H, multiplet). 

1 (v) 3-[2-(N-t-Butoxvcarbonyl-N-methylamino)pyrimidin>4-yl1-2-(4-fluorophenyl)-1 -triisopropylsityl-1 H-pyrrole 

55 ^ " 

[0660] In a similar manner to that described in Example 4(i) above, 2-(4-fluorophenyl)-3-(2-methylaminopyrimidin- 
4-yI)-1 -trisopropylsilyl-1 H-pyrrole [prepared as described in step 1 (iv) above] was reacted with di-t-butyl dicarbonate 
to afford the title compound (yield 90%) as colorless oil. 
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[0661] ^-Nuclear magnetic resonance spectrum (400 MHz CDCL1 S 

8.24 (1H, doublet, J=5 Hz); ' J 

7.36 (2K doublet of doublets. J=9Hz, 5 Hz) 

7.09 (2H. triplet, J=9 Hz): 
5 6.95 (IK doublet J=3 Hz): 

6.90 (1H : doublet, J=3 Hz): 

6.28 (IK doublet, J=5 Hz): 

3.20 (3K singlet): 

1.51 (9K singlet); 
w 1.1 5-0. S4 (21 K multiplet). 



l*|jpg2J^^ 



75 



20 



«»' - «"• eonwnd'iwd 79%, KX'e" "r^oXS " ^ " V| ^ b,0m ' na " a 

8 42 (1 H doubled 39netlC resonance spectrum (400 MHz : CDCI 3 ) 5 ppm: 

7.28 (2K doublet of doublets. J=9Hz. 5 Hz) 
7.00 (2H : triplet, J=S Hz); 
6.93 (IK singlet): 
6.78 (IK doublet, J=5 Hz): 
3.13 (3H, singlet); 
25 1.49 (9K singlet): 

1.15-0.93 (21 H, multiplet). 

1 m 4 -Bromo-P-M4lunronhenvl>-3-^-m.th y laminopvrimiHin-A. v[) - 1 H-ovrml* 

35 and the organic extract was concentrated kS« JSlS hydrogencarbonate. This was extracted with ethyl acetate, 
raphy on a silica gel column ^a?^ v ^lTjl P ,1™° ^ r6SidUe WaS P urified b V chromatog- 

(y,e,d 74*) of ,he 9 tit,e ^^l^^SS^ST *" " *" ''^ * ^ 202 ^ 

SS In H, b "oa U d C s:n g ,S 9ne,iC reS ° nanCe SPeC,mm (4 °° MH2 ' CDC '3» 5 *™ 
8.21 (IK doublet, J=5 Hz); 
7.26 (2H : doublet of doublets. J=9Hz 5 Hz) 
7.01 (2H, triplet, J=9 Hz): 
6.38 (1K doublet, J=3 Hz); 
6.51 (1K doublet, J=5 Hz): 
4 * 4.96 (1 H, broad quartet, J=5 Hz); 
2.36 (3K doublet, J=5 Hz). 

7(il) ^ -bromo. 2 ,4„uorophen y l»-3. 

SVvT/i u ^" N u U I C,ear ma 9notic resonance spectrum (400 MHz, CDCI.) 5 ppm 
8.04 (1 K doublet, J=5 Hz); ° 

7.30 (2H, doublet of doublets. J=9Hz, 6 Hz) 

6.98 (2K triplet, J=9 Hz): 

6.91 (1H, singlet); 

6.32 (1H, broad singlet); 



50 



55 
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4.35 (1H, broad quartet, J=4 Hz); 
2.32 (3H doublet. J=4 Hz): 
1.15-0.92 (21H. multiplet). 



5 Preparative Example 2 

4-Bromo-2-phenyl-3-(pvridin-4-vl)-1 -triisopropylsilyl-1 /-/-pyrrole 

[0668] In a similar manner to the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
10 7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropylslyl triflate) and Example 7(iii) above (bro- 

mination).. reactions were carried out using a-(p-toluenesulfonyl)benzylisonitrile, instead of a-(p-toluenesulfonyl)- 

4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 

[0669] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCk) 6 ppm: 

8.35 (2K doublet, J=6 Hz): 
is .7.36-7.30 (1H, multiplet): 

7.28-7.21 (4H, multiplet): 

7.03 (2H, doublet, J=6 Hz): 

6.94 (1H, singlet): 

1.15-1.02 (21K multiplet). 

20 

Preparative Example 3 

4-Bromo-2-(3-chlorophenyl)-3-(pvridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 



2B [0670] In a similar manner to the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 
mination), reactions were carried out using a-(p-toluenesulfonyl)-3-chlorobenzylisonitrile, instead of a-(p-toluenesul- 
fonyl)-4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 
[0671] ^-Nuclear magnetic resonance spectrum (400 MHz, CDCU) 6 ppm: 

30 8.40 (2H, doublet, J=6 Hz); 

7.33-7.29 (2H, multiplet); -; 

■_. 7.18 (1K triplet J=6 Hz); .... 
7.09 (1H, doublet, J=8 Hz): 
7.03 (2H : doublet, J=6 Hz); 

35 6.95 (IK singlet): 

1.12-0.99 (21 H, multiplet). 

Preparative Example 4 

40 4-Bromo-2-(3-fluorophenvl)-3-(pyridin-4-vl)-1-thisopropvlsilyl-1 H-pyrrole 

[0672] In a similar manner to the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 

7(i) above (decarboxylation), Example 7(h) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 

mination), reactions were carried out using a-(p-toluenesulfonyl)-3-fluorobenzylisonitrile : instead of o.-(p-toluenesutfo- 
45 nyl)-4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 

[0673] 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 5 ) 6 ppm: 

8.39 (2H, doublet, J=6 Hz); 

7.22 (1 H : doublet of doublets, J=8Hz, 6 Hz); 

7.07-7.01 (4H, multiplet); 
so 6.98-6.94 (2H, multiplet); 

1.14-0.98 (21 H, multiplet). 

Preparative Example 5 

55 4-Bromo-2-(3.4-difluorophenvl)-3-(pyndin-4-vl)-1 -triisopropylsilyl-1 H-pyrrole 

[0674] In a similar manner to the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 
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liTo ,L ^" N u U , Clear ma 9 netlc resonance spectrum (400 MHz. CDCI,) 5 ppm 
6.42 (2H, doublet, J=6 Hz): 

.5 7.12-6.93 (3H, multiplet): 

7.02 (2H, doublet, J=6 Hz): 

6.94 (1H, singlet); 

1.18-0.94 (21 H, multiplet). 

10 Preparative Example 6 

4-Bromo-2-(3-trifluoromethvlphenvn-3-( D vridi n -^ Y | ) . 1 .t r ii SODrf , pY i g ,i yl . 1 ». rr ^ l . 

mination). reactions werecarS ou u2o J ^ct,on w,th msopropysilyl triflate) and Example 7(iii) above (bro- 
uenesulfonyO^-fluoro^e^Snle as a stelo £22 7 " 3 - tr,fluorame '"y'benzylisonitrile, .nstead of a-(p-to.- 
[0677] iucear rnaS ^ ^ ! co « - a pale purple powder. 



20 



25 



35 



40 



45 



50 



in k, | a iiiuwuai iwanuiu ine uue c 

« on ^ ^ Nuc,earma 9 net ^ resonance spectrum (400 MHz. CDCU) 6 ppm 
8.39 (2K doublet, J=6 Hz): ta 
7.64-7.57 (2H, multiple!); 
7.40-7.33 (2H ; multiplet); 
7.00 (2H : doublet, J=6 Hz): 
6.96 (1H, singlet): 
1.15-0.94 (21 H : multiplet). 

Formulation Examples 



» cording to, for example. theT^!^^" ""^ ^ 38 1,5 ^ "a™* 8 " Can be P-«- «- 



Formulation Example 1 
Powder 



55 



S .hedged ?ZT °' EXamP ' e * ^ 9 ° f ' aCt ° Se and 100 » °< C °™ ««* were m.xed in a blender to 

Formulation Examp le P 

Granules 

then kneaded. The product thu oSS I was hfn «S™ 6 ^ ,0 lhe reSUltin9 miX,ure and ,his was 

provide the desired granules granulated US ' ng ™ 6X,rUSi0n granulating machine and dried to 

Preparation Example 3 

Capsules 

Susfng 9 T^ZT^T^l & * " T™' 58 9 ° f ^ ■** ^ 2 » °< cesium karate were 
mg of the renting ^rX^^r^T ^ "* °' "° 3 CaPSU ' eS *~ ,illed With 180 
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Preparation Example 4 
Tablets 

s [0682] 5 g of the compound of Example 83 ; 90 g of lactose, 34 g of corn starch, 20 g of crystalline cellulose and 1 
g of magnesium stearate were mixed in a blender and the resulting mixture was then formed into tablets with a tablet 
machine to provide the desired tablets. 

Test Examples 

10 

[0683] The biological activity of the compounds of the present invention is illustrated by the following Test Examples. 
Test Example 1 

is Inhibition of the Production of the Cytokines IL-1 [5 and TNFa in vitro in Human Whole Blood 

[0684] This test was performed according to the method of Hartman, et al. [D.A. Hartman, S.J. Ochalski and R.P. 
Carlson; The effects of anti-inflammatory and antiallergic drugs on cytokine release after stimulation of human whole 
blood by lipopolysaccharide and zymosan A: Inflamm. Res., 44, 269 (1995)]. 

20 [0685] Peripheral blood samples were collected in the presence of heparin from healthy adult volunteers. 1 000 uJ of 
whole blood were added to an Eppendorf tube to which 2 uJ of a dimethyl sulfoxide solution of the test compound had 
been added in advance, after which 10 ul of lipopolysaccharide (E. coli 026: B6 origin, Difco) were added as a stimulant 
(final concentration of said lipopolysaccharide: 10 jjg/ml). This was mixed well and then incubated for 6 hours at 37°C 
in the presence of 5% C0 2 . At the end of the incubation, the mixture was cooled to 4°C to stop the reaction, followed 

25 immediately by centrifuging for 5 minutes at 14,000 rpm to separate and collect the supernatant plasma. The IL-1p 
and TNFa produced and released into the plasma were measured using a commercially available enzyme immu- 
noassay (ELISA) kit [Cayman (IL-1 (3)) and Genzyme (TNFa)]. The procedure was also repeated in the absence of test 
compound. The inhibitory effect [IC 50 (u.M)] on the production of IL-1 p and TNFa was determined from the amounts of 
the cytokines produced in the presence and absence of the test compound. 

30 [0686] The results for the inhibition of the production in vitro of TNFa are shown in Table 3 below. In this Table, 
Compounds A and B are as follows: 



35 




Compound A Compound B 

(Compound of Example 4 (Compound of Example 23 

of W097/5877) of W096/21452) 

45 ■ ... 

Table 3 



Example No. 


Inhibitory Effect on TNFa Production [IC 50 (u^M)] 


Compound A 


1.90 


Compound B 


1.73 


45 


0.14 


58 


0.089 


60 


0.047 


83 


0.026 
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Table 3 (continued) 


Example No. 


uiMiuiiury tneci on I iMFa Production [IC^ (pM)] 


65 


r\ a a 
U.44 


66 




67 


U. o I 


92 


0.045 


94 


0.031 
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5s o^^ZZZT^ eXCel,ent inhibi,0ry aC,iVi,y a9ainS! ,he - TNF« to vitro for the com- 

K, Jo, ™T"n7ro°' PreSem inVen,i ° n W6re a,S ° '° Und l ° Show ^hibitory activity agains, the 

Test Example 2 

Inhibition of the Pr oduction of TN Fa in vivo 

« «■ I* - Ochalski. D.A. Harlman, M.T. Be„a S t, 

K ^ ^intravenous injection of ^polysaccharide (E. eo,i 026: 

rationo, Npopo-UchaT* ^ -line. The saline prepa- 

mice (males, age 5-7 weeks, body weight aoorox ?? n 1 Sj , * L b0dy We ' ght ' nt ° ,he caudal vein ° f Balb/c 
on the day before the o.po^^^^^S^^. ^ ^ had been '^ed overnight starting 
and blood was eollected from the abdominal Tna cZ SZ^T ^parotomized und ^ «her anaesthesia 

syringe equipped with a 23G needle which Zh k collection was performed using a 1 ml volume disposable 

-ection, the bbod was J^SZ n^^^^ FTT T °" Wa " F °" OWin 9 b, ~ d co1 " 

rpm to separate the ptew^lTwsZn ,n "h V ° ,U ™ E ™ e »*>ri tube and cen.rifuged a. 4°C and 14,000 
the amount of TNFo was per^o med wTth TZZZJST "f I? meaSUremen ' of ™ F * The measurement of 
ELISA KIT, Genzyme). commercially ava.lab.e enzyme immunoassay (ELISA) kit (Mouse TNF« 

Snth^ui^ T h ,6St COmpOU " d - ^ a 0.5 % 

before injection of MpopolysacchaSe ^^SXSSlT * ** f ° f 10 ^ k9 ° f bod * wei 9 ht 30 ™* a * 
control group, 0 . 5% traga'canth soSion ? a ^e. In the 

instead of the solutions of the test comoounds a minim, 1 To?, , 9 ° f body we '9 nt to ,he test ™e 

Test Example 3 

Inhibition of the Production of IL-ip m vivo 

282i-2e28 (1995)] release of IL-1 from LPS-Pnmed Cells In Vivo: J. Immunol., 154, 

llpopolysacohMcK (E. =o!i 026: B6 origin E „* ch ta lL£ „ „ V » d ™~»*9 » «°W°n °< 
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mg/ml using physiological saline, were administered into the peritoneal cavity. 0.5 hours after the administration of 
AT P.. the mice were sacrificed by suffocation using dry ice followed immediately by intraperitoneal injection of 3 ml of 
washing phosphate buffer solution [containing heparin (10 U/ml), p-toluenesulfonyl fluoride (0.25 mM), leupepsin (1 
u^g/ml), pepstatin (1 ug/ml) and EDTA (1 mM)] to wash the peritoneal cavity. A 1 ml volume disposable syringe equipped 
5 with a 21 G needle was then used to recover the washing liquid. After the recovery, the washing liquid from the peritoneal 
cavity was immediately transferred to a 1 .5 ml volume Eppendori tube and centrifuged at 4°C and 7 ; 500 rpm to separate 
the supernatant. This supernatant was then stored at -20°C until measurement of IL-1f3. 

[0695] The measurement of the amount of IL-1 [3 was performed with an enzyme immunoassay (ELISA) kit (Mouse 
IL-1 13 ELISA KIT Genzyme). ■« 

io [0696] To determine the inhibitory activity of the test compounds, each test compound was suspended in a 0.5% 
tragacanth solution and then administered orally to the Balb/c mice at the rate of 10 ml/I kg of body weight 30 minutes 
before injection of lipopoiysaccharide. The level of TNFa production was then determined as described above. In the 
control grojp 0 5°o tragacanth solution was administered to the test mice at the rate of 10 ml/1 kg of body weight 
instead ol tne soljtions of the test compounds. A minimum of 3 dose levels of the test compound was administered to 

75 groups oi 5 test mice for each test compound. The mean inhibitory rate relative to the control group was calculated for 
each dose level 

[0697] in this test the compounds of the present invention demonstrated an excellent inhibitory effect against the 
production ot iL-i|^ m vvo. 

20 Test Exnrnplc 4 

Activity tn Preventing the Development of Adjuvant-Induced Arthritis in vivo 

[0698] The test was performed according to the method described by Winder et al. (Arthritis Rheum., 12, 472-482, 

25 1 96 9) 

[0699] Heat- killed dried Mycobacterium butyricum (Difco Laboratories, Lot 679123) was ground on an agate mortar, 
and was then suspended in dry-sterilised liquid paraffin (first grade, Wako Pure Chemical Industries, Ltd.) to make a 
2 ml suspension. The resulting suspension was then sonicated and used as an adjuvant. Arthritis was induced by the 
intradermal injection of the adjuvant (100 j.ig of heat killed dried bacterium/0.05 ml of paraffin/paw) into the heel of the 
30 right hind paw of a Lewis rat (male, age 8 weeks, Japan Charles River). The test compounds, which had been sus- 
pended in 0.5% sodium carboxymethyl cellulose solution (CMC, Daiichi Pure Chemicals, Co., Ltd.), were administered 
orally once a day from the day of injection of the adjuvant (day 0) to day 20. 

[0700] The volumes of the injected (right) and non-injected (left) hind paws were measured on days 3, 5, 7, 10, 13, 
15 ; 18 and 21 using a Plethysmometer™ (Ugo Basile), the hind paws being soaked from the toe to the hairline in the 
35 bath of the Plethysmometer™. The volumes of the swollen feet (adjuvant-injected right hind foot volume - non-injected 
left hind foot volume) were calculated. The percent inhibition of swelling of the injected foot of the treated animals as 
compared to that of the control animals on day- 21 was calculated as follows. 

40 Inhibition (%) = {1 -(swollen foot volume of compound-treated animals)/ 

(swollen foot volume of control animals)} x 100 

[0701] A linear regression curve was obtained from the percent inhibition and the logarithmic value of the dosage 
45 by the least squares method. ID 50 values were calculated using this curve. 

[0702] In this test, the compounds of the present invention showed excellent activity in preventing the development 
of adjuvant-induced arthritis. 

Test Example 5 

so . . 

Activity in Preventing the Development of Arthritis Induced by Anti-Collagen Antibody in vivo 

[0703] In this test, an anti-collagen antibody-induced mouse arthritis model was employed. 

[0704] 0.5 ml (2 mg of antibody) of an anti-collagen antibody solution (4 mg/ml, Arthritogenic mAb Cocktail: product 
55 of Immuno-Biological Laboratories Co., Ltd) were injected into the caudal vein of Balb/c mice (males, age 5-6 weeks 
old, Japan Charles River). Three days after injection, 0.1 ml [0.05 mg of lipopoiysaccharide] of a lipopoiysaccharide 
solution (0.5 mg/ml, Arthritogenic mAb Cocktail: product of Immuno-Biological Laboratories Co., Ltd) were administered 
to the mice by intraperitoneal injection. 
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25 



35 



40 



45 



[0705] The test compounds, which had been suspended in 0 5°' tranaoanth 

animals at the rate of 10 ml/1 kg of body weight once Z rtl .7 w Xra f acanth Were admimstered orally to the test 
was administered. To the mice of t^^To^^^ T T Wh6n the ^^lagen antibody 

kg of body we.ght once per day to 7 ^ « *" -te of 1 0 m J 

solutions of the test compounds. V ^ ant, - col,a 9 en antibody was administered, instead of 

[0706] After the administration of the test comoounds inr n w tr0rt0 ^ ^ 

paws of each ,es. mouse was scored -c«^?EC^t2!^ " ' " adema h the 4 



0: normal (edema is not observed); 
10 1 : edema is observed in one of the five toes: 

2: edema is observed in two or more of the five toes 
3: the whole of the paw is swollen. 



Test Example 6 

Activity in Treating Arthritis Induced bv Antigolj aggn Antibody in ^ 

[07?m 05ml !rl a " f an, ;t°; a f ? antibod y- ir ^ arthritis mode, was employed 

o.d, Japan Charles River). ^J^'X^^T^ °' B ** (ma ' eS * 396 

10 ml/kg of body weigh, once per day to * L TTt^l^T ** ^ * the Se,6C,ed mice at ,he rate of 
administered at the rate of 1 0 mSkq of wet^Jln h , ^ C ° n,r °' 9r ° UP ' 05% tra 9 aca ™h solution was 
[071 3] After the administrat.on of the St comoounds <d r TU°l ^ ^ °' S ° ,U,i ° nS ° f the test impounds, 
•est mouse was eva.uated in ihe^^^^^i^rT"* SO,U, '° n) ' ,he d69ree of artnritis in ea <* 
induced by anti-co.lagen antibody weTe Ste Lm th " ! TeSI f Exam P |e 5 ™* rates of treatment of arthritis 
pound-treated animals calculated from the degrees of arthritis of the control animals and of the com- 

K sr:: z^szssessxz r c r a,ed by ,he ieas * ^ — 

anti-collagen antibody. P en "° n Sh ° Wed excellent activit V in bating arthritis induced by 

=nf," 
-=v=^^^ 

animals. They can. (or example, be Csed as an anSoes.c n n UeaXmenl " b ° th numans an << 

as an agent for use in the prophylaxis and treaSTch n ant " n ' larnrna ' or y ^ni and an antivira. agent as well 
diseases, asthma, septicaemia HS^s^S^Sl . rheumatold arthritis . degenerative arthritis, allergic 
ulcerate colitis and LSXSSZ '^7oZ^ ^ SyS ' em,C ,UpUS -Vthematosus, 

tions. the compounds of the present IT^l glomerular nephnt.s, hepatrtis and arteriosclerosis. Of these applica- 

-ndasanaBoSforthep^K^CZ^? f ? USefl " ™ ana ' 9eSiC and an inflammatory agent 
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Claims 

1 . A compound of formula (I), or a pharmacologically acceptable salt, ester or other derivative thereof: 

5 



10 




is wherein:- • , 

A represents a pyrrole ring; 

R 1 is an aryl group defined below which may optionally be substituted with at least one substituent selected 
20 from the group consisting of Substituent group a defined below. Substituent group p defined below, Substituent 

group y defined below and Substituent group 6* defined below, or a heteroaryl group defined below which may 
optionally be substituted with at least one substituent selected from the group consisting of Substituent group 
a defined below, Substituent group p defined below, Substituent group y defined below and Substituent group 
5 defined below: 
25 • 

R 2 represents a heteroaryl group defined below having at least one ring nitrogen atom, said heteroaryl group 
optionally being substituted with at least one substituent selected from the group consisting of Substituent 
L . - group a defined below. Substituent group p defined below, Substituent group 7 defined below and Substituent 

< group 5 defined below: 

30 

R 3 represents a group of the formula -X-R 4 wherein: 

\ X is selected from the group consisting of single-bonds, 

lower aikylene groups., defined below : which may optionally be substituted with at least one substituent 
35 . selected from Substituent group a defined below ; 

lower alkenylene groups : defined below, which may optionally be substituted with at least one substituent 
selected from Substituent group a defined below, and 

lower alkynylene groups, defined below, which may optionally be substituted with at least one substituent 
- selected from Substituent group a defined below: and 

40 

R 4 is selected from the group consisting of 

cycloalkyl groups defined below which are substituted with at least one susbtituent selected from the group 
• consisting of Substituent group (5 defined below and Substituent group 7 defined below and which may 
4 $ optionally be further substituted with at least one substituent selected from the group consisting of Sub- 

stituent group a defined below and Substituent group 5 defined below, 

aryl groups defined below which are substituted with at least one substituent selected from the group 
consisting of Substituent group |3 defined below and Substituent group 7 defined below and which may 
optionally be further substituted with at least one substituent selected from the group consisting of Sub- 

50 stituent group a defined below and Substituent group 5 defined below, heterocyclyl groups defined below 

which may optionally be substituted with at least one substituent selected from the group consisting of 
Substituent group a defined below and Substituent group 6 defined below and which are substituted with 
at least one substituent solocted from the group consisting of Substituent group p defined below and 
Substituent group 7 defined below, heterocyclyl groups defined below having at least one nitrogen atom, 

55 said heterocyclyl groups optionally being substituted with at least one substituent selected from the group 

consisting of Substituent group a defined below and Substituent group 5 defined below, 
heteroaryl groups defined below which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined below and Substituent group 8 defined below 
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Tl^Zr rf * ' eaS ' ° ne subs,il ^< Elected from the group consisting of 
Substrtoent group 0 defined below and Substi.uent group y defined be.ow. he.eroaryl groups defined be.ow 

selected from the group con Sl st.ng of Substituent group a defined below and 
Substituent group 5 defined below and 

R< «nd P< together with the nrtrogen atom to wh.ch R= and R< are bonded, form a heterocycly, group defined 



beiow 



BNSDOCID: <EP 107071 1A2J_> 



354 



EP 1 070 711 A2 



said lower alkynylene groups in the definition of group X above are straight or branched alkynylene groups 
having from 2 to 6 carbon atoms; 

said cycloalkyl groups in the definitions of substituent R 4 above and Substituent group 8 above are cycloalkyl 
groups having from 3 to 7 carbon atoms: 

said heterocyclyl groups which may optionally be substituted with at least one substituent selected from the 
group consisting of Substituent group a defined above and Substituent group 5 defined above and which are 
substituted with at least one substituent selected from the group consisting of Substituent group (3 defined 
above and Substituent group y defined above in the definition of substituent R 4 above are non-aromatic het- 
erocyclic groups having from 4 to 1 4 ring atoms in one or more rings, at least one of said ring atoms being a 
heieroatom selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, said het- 
erocyclyl groups optionally being fused with another cyclic group selected from the group consisting of aryl 
groups as defined above and heteroaryl groups as defined above; 

said heterocyclyl groups having at least one ring nitrogen atom in which said heterocyclyl groups may optionally 
be substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above and Substituent group 6 defined above in the definition of substituent R 4 above are 4- to 12-membered 
non-aromatic heterocyclic groups containing one nitrogen atom and optionally containing one further heter- 
oalom selected from the group consisting ol oxygen atoms, sulfur atoms and nitrogen atoms, said non-aromatic 
heterocyclic groups optionally being fused with another cyclic group selected from the group consisting of aryl 
groups as defined above and heteroaryl groups as defined above; 

said lower alkyl groups in the definition of substituents R a , R b , R c and R d above, said lower alkyl groups which 
may optionally be substituted with at least one substituent selected from Substituent group a in the definition 
of Substituent group 5 above and said lower alkyl moiety of the lower alkyl groups substituted with a group of 
formula -NR c R d in the definition of Substituent group y above are straight or branched alkyl groups having 
from 1 to 6 carbon atoms; 

said lower alkenyl groups in the definition of substituents R a , R b , R c and R d above and said lower alkenyl 
groups which may optionally be substituted with at least one substituent selected from Substituent group a in 
the definition of Substituent group 5 above are straight or branched alkenyl groups having from 2 to 6 carbon 
atoms: 

said lower alkynyl groups in the definition of substituents R a , R b , R c and R d above and said lower alkynyl 
groups which may optionally be substituted with at least one substituent selected from Substituent group a in 
the definition of Substituent group 5 above are straight or branched alkynyl groups having from 2 to 6 carbon 
atoms: 

said aralkyl groups in the definition of R a , R b , R c and R d above and in the definition of Substituent group 6 
above are lower alkyl groups as defined above which are substituted with at least one aryl group as defined 
above; 

said lower alkylsulfonyl groups in the definition of substituents R a , R b R c and R d are lower alkyl groups as 
defined above which are bonded to a sulfonyl group; 

said heterocyclyl groups formed by substituents R c and R d together with the nitrogen atom to which they are 
bonded are heterocyclyl groups having at least one nitrogen atom as defined above in relation to substituent 
R 4 above, said heterocyclyl groups optionally being fused with another cyclic group selected from the group 
consisting of aryl groups as defined above and heteroaryl groups as defined above; 

said lower alkoxy groups in the definition of Substituent group ct above are lower alkyl groups as defined above 
which are bonded to an oxygen atom; 

said halogeno lower alkoxy groups in the definition of Substituent group a above are lower alkoxy groups as 
defined above which are substituted with at least one halogen atom; 

said lower alkylthio groups in the definition of Substituent group a above are lower alkyl groups as defined 



-.355 



1A2 I > 



EP 1 070 711 A2 

above which are bonded to a sulfur atom: and 



10 3. 



25 
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substituent selected from the group consisting of Substituent group a, Substituent group (3, Substituent group 7 
and Substituent group 8. 

10. A compound according to any one of claims 1 to 6 or a pharmacologically acceptable salt, ester or other derivative 
s thereof, wherein R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof 

with a substituent selected from the group consisting of Substituent group a, Substituent group (5 S Substituent 
group y and Substituent group 8. 

11. A compound according to any one of claims 1 to 6 or a pharmacologically acceptable salt, ester or other derivative 
to thereof, wherein R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof 

with a substituent selected from the group consisting of methoxy amino, methylamino, benzylamino and a-rneth- 
ylbenzylamino groups. 

12. A compound according to any one of claims 1 toll or a pharmacologically acceptable salt, ester or other derivative 
is thereof, wherein R 4 is selected from the group consisting of: 

cycloalkyl groups having from 3 to 7 carbon atoms, which may optionally be substituted with at least one 
substituent selected from the group consisting of Substituent group a and Substituent group 6 and which are 
substituted with at least one substituent selected from the group consisting of Substituent group (3 and Sub- 

20 slituent group y y 

phenyl or naphthyl groups which may optionally be substituted with at least one substituent selected from the 
group consisting of Substituent group a and Substituent group 5 and which are substituted with at least one 
substituent selected from the group consisting of Substituent group p and Substituent group 7, 
4- to 12-membered non-aromatic heterocyclic groups containing one or two heteroatoms selected from the 

2S group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may optionally be substituted with 

at least one substituent selected from the group consisting of Substituent group a and Substituent group 5 
and which are substituted with at least one substituent selected from the group consisting of Substituent group 
(3 and Substituent group % 

4- to 1 2-membered non-aromatic heterocyclic groups containing one nitrogen atom and optionally one further 
30 heteroatom selected from the group consisting of oxygen atoms, sulfur atom and nitrogen atoms, which may 

optionally be substituted with at least one substituent selected from the group consisting of Substituent group 
a and Substituent group 5; 

5- or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may optionally be substituted with at least 

35 one substituent selected from the group consisting of Substituent group a and Substituent group 5 and which 

are substituted with at least one substituent selected from the group consisting of Substituent group p and 
Substituent group y 

5- or 6-membered aromatic heterocyclic groups containing one or two nitrogen atoms, said groups optionally 
being substituted with at least one substituent selected from the group consisting of Substituent group a and 
*o Substituent group 5; and groups of formula -NR a R b wherein R a and R b are as defined in claim 1 . 

1 3. A compound according to any one of claims 1 to 1 2 or a pharmacologically acceptable salt, ester or other derivative 
thereof, wherein X is selected from the group consisting of single bonds, alkylene groups having from 1 to 6 carbon 
atoms which may optionally be substituted with at least one substituent selected from Substituent group a, alke- 

45 nylene groups having from 2 to 6 carbon atoms which may optionally be substituted with at least one substituent 

selected from Substituent group a and alkynylene groups having from 2 to 6 carbon atoms which may optionally 
be substituted with at least one substituent selected from Substituent group a. 

14. A compound according to any one of claims 1 to 12 or a pharmacologically acceptable salt, ester or other derivative 
50 thereof, wherein X is selected from the group consisting of single bonds, alkylene groups having from 1 to 4 carbon 

atoms which may optionally be substituted with at least one substituent selected from Substituent group a, alke- 
nylene groups having from 2 to 4 carbon atoms which may optionally be substituted with at least one substituent 
selected from Substituent group a and alkynylene groups having from 2 to 4 carbon atoms which may optionally 
be substituted with at least one substituent selected from Substituent group a. 



55 



15. A compound according to any one of claims 1 to 12 or a pharmacologically acceptable salt, ester or other derivative 
thereof, wherein X is a single bond or an alkenylene group having from 2 to 4 carbon atoms. 
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wherein: 



15 



m represents 0 or 1 ; 
n represents 1 or 2: 



25 



one of D and E represents a group of formula >NR'0 wherein R™ is se i~t»r< f,™ ,k 
20 hydrogen aloms, Substituent group v and Substituent orouo 8 1 1 T 9r ° UP cons,stin 9 of 

>CR"Ri2 herein R" and R^are the ™ „ 21 , P 6 °' her re P resenls « 9'oup of formula 

consisting of hydrogen^m", S^^TZZX^^ ? ^ 
group 5, or ouosmuent group p, Substituent group yand Substituent 

Substituent group 8. 

selected from the oroup J^M^S^lZ^fT^ ^ * ^ ,he ° th9r re P resen * a substituent 
group 8. rb R9 an d R "Cy be n e slmfoSrenH om"^ bStl,U6n ' 9 rOU P * Substituent group yand Substituent 
from the group consisting of hydnLe a om Z^Z^ ^Tl^ re P resents ^^stituent selected 
and Rio and r,i may be 9 the 2™^SS f SubS, " Uent 9roup a - Substituent group y and Substituent group 8, 
the group ^^l^^r-* a subst.tuent selecfed from 

and R« together form an a.kylene group havin Jrom Tto 6 cafbontZ 7 Suh&m ™ 9roup 8 ° r *' ° 

with at least one substituent selected f?om thT™ ,1 6 t carbo " a,oms wh,ch « ^substituted or is substituted 
stituen, group y and Su£l^u P T ' ' St ' n9 °' S^" 8 " 1 9r ° Up * Subs,ituent 9-up ft S"b- 

unsubstituted or is substituted 2ESL^2K fT" f * 3 ^ 4 ^ a '° mS which is 

• «■ Subset group p.Sub^ 

2 \hr 0 rr^ 

group having 3 or 4 carbon atoito JSSSJS ^ ' chaln alk * ,ene 
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io 23. A compound according to claim 1 or a pharmacologically acceptable salt, ester or other derivative thereof, wherein: 

R 1 is an aryl group as defined in claim 1 which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a, Substituent group p, Substituent group y and Sub- 
stituent group 5; 

is R2 j s a 5- or 6-membered aromatic heterocyclic group containing one or two nitrogen atoms, said group op- 

tionally being substituted with at least one substituent selected from the group consisting of Substituent group 
a, Substituent group p. Substituent group y and Substituent group 6; and 
R 3 is a group of formula -X-R 4 wherein: 

20 R 4 is selected from the group consisting of 

cycloalkyl- groups having from 3 to 7 carbon atoms, which may optionally be substituted with at least 
one substituent selected from the group consisting of Substituent group a and Substituent group 5 
and-which are substituted with at least one substituent selected from the group consisting of Substit- 
2B uent group p and Substituent group y, 

phenyl- or naphthyl groups which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a and Substituent group 5 and which are substituted 
with at least one substituent selected from the group consisting of Substituent group P and Substituent 
group y, 

30 4- to 12-membered non-aromatic heterocyclic groups containing one or two heteroatoms selected 

from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may optionally 
be substituted with at least one substituent selected from the group consisting of Substituent group 
a and Substituent group 6 and which are substituted with at least one substituent selected from the 
group consisting of Substituent group p and Substituent group y, 

35 4- to 12-membered non-aromatic heterocyclic groups containing one nitrogen atom and optionally 

one further heteroatom selected from the group consisting of oxygen atoms, sulfur atom and nitrogen 
atoms, which may optionally be substituted with at least one substituent selected from the, group 
- consisting of Substituent group a and Substituent group 5, 

5- or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected from the 

40 group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may be optionally substi- 

tuted with at least one substituent selected from the group consisting, of Substituent group a and 
Substituent group 8 and which are substituted with at least one substituent selected from the group 
consisting of Substituent group P and Substituent group y, 

5- or 6-membered aromatic heterocyclic groups containing one or two nitrogen atoms, said groups 
45 optionally being substituted with at least one substituent selected from the group consisting of Sub- 

stituent group a and Substituent group 5, and groups of formula -NR a R b wherein R a and R b are as 
defined in claim 1 : and 



X is selected from the group consisting of single bonds, alkylene groups having from 1 to 6 carbon atoms 
so which may optionally be substituted with at ieast one substituent selected from Substituent group a, alke- 

nylene groups having from 2 to 6 carbon atoms which may optionally be substituted with at least one 
substituent selected from Substituent group a and alkynylene groups having from 2 to 6 carbon atoms 
which may optionally be substituted with at least one substituent selected from Substituent group ol 

ss 24. A compound according to claim 1 or a pharmacologically acceptable salt, ester or other derivative thereof, wherein: 

R 1 is an aryl group as defined in claim 1 which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a, Substituent group p, Substituent group yand Sub- 
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stituent group 5; 

«, s* sli ,„ e „, graip 3. Sut , s „ u „ ^ ;s t££ZZ£'f2S° v c °" s * ma ol Subsiaue ™ 9rouD 

R 3 is a group of formula -X-R 4 wherein: 

R 4 is selected from the group consisting of 

onSiZfle'ected 'IZ T 7 Carb ° n a, ° mS ' WhlCh ^ ° p,i0nal,y be substi,uted * '-st 
=nn f " Ds ' nuent select ed ^om the group consisting of Substituent group a and Substituent orouo S 

R 3 is a group of formula -X-R 4 wherein 

R 4 is selected from the group consisting of 

cyc.oa, k y, groups having from 3 ,o 7 carbon atoms, which may optionaliy be substituted with a. .east 



BNSDOCID: <EP 107071 1A2J_> 



360 





EP 1 070 711 A2 



35 



40 



45 



50 



one substituent selected from the group consisting of Substituent group a and Substituent group 8 
and which are substituted with at least one substituent selected from the group consisting of Substit- 
uent group p and Substituent group 7, 

phenyl or naphthyl groups which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a and Substituent group 6 and which are substituted 
with at least one substituent selected from the group consisting of Substituent group P and Substituent 
group y, 

4- to 12-membered non-aromatic heterocyclic groups containing one or two heteroatoms selected 
from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may optionally 
be substituted with at least one substituent selected from the group consisting of Substituent group 
a and Substituent group 6 and which are substituted with at least one substituent selected from the 
group consisting of Substituent group p and Substituent group y, 

4- to 12-membered non-aromatic heterocyclic groups containing one nitrogen atom and optionally 
one further heteroatom selected from the group consisting of oxygen atoms, sulfur atom and nitrogen 
atoms, which may optionally be substituted with at least one substituent selected from the group 
consisting of Substituent group a and Substituent group 6, 

5- or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected from the 
group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may be optionally substi- 
tuted with at least one substituent selected from the group consisting of Substituent group a and 
Substituent group 5 and which are substituted with at least one substituent selected from the group 
consisting of Substituent group (3 and Substituent group y, 

5- or 6-membered aromatic heterocyclic groups containing one or two nitrogen atoms, said groups 
optionally being substituted with at least one substituent selected from the group consisting of Sub- 
stituent group a and Substituent group 5 : and groups of formula -NR a R b wherein R a and R b are as 
defined in claim 1 ; and 

X is a single bond or an alkenylene group having from 2 to 4 carbon atoms. 



i. A compound according to claim 1 or a pharmacologically acceptable salt, ester or other derivative thereof, wherein: 

R 1 is a phenyl or naphthyl group which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a, Substituent group p : Substituent group y and Substituent 
group 6; 

R 2 is a pyridyl or pyrimidinyl group which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a : Substituent group p, Substituent group y and Substituent 
group 6; and 

R 3 is a group of the following formula (II): 



m represents 0 or 1 , 
n represents 1 or 2, 

R 5 , R 6 , R 7 , R 6 and R 9 may be the same or different from one another and each is selected from the group 
consisting of hydrogen atoms, Substituent group a, Substituent group p, Substituent group y and Substit- 
uent group 5, one of D and E represents a group of formula >NR 10 wherein R 10 is selected from the group 
consisting of hydrogen atoms, Substituent group y and Substituent group o\ and the other represents a 
group of formula >CR 11 R 12 wherein R 11 and R 12 are the same or different from one another and each is 
selected from the group consisting of hydrogen atoms, Substituent group a, Substituent group p, Substit- 
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uent group y and Subsiituent group 8 or 

27. A compound according to claim 1 or a pharmacologically acceptable salt, esler or other derivative thereof wherein' 
R 3 is a group ol formula (II) as defined in claim 16 wherein m is 1 and n is 1 ; 

rssrscEj: s^^^o/s:; de,ined in c,aim 1 which are - * 

lower alkyl groups as defined in Z^Sf 9 !° PS am,n0 9r ° UpS substit ^ with one or two 

1 ; and d am ' n ° 9fOUpS subst,lu ^d with an aralkyl group as defined in claim 

de,ined in c,aim 1 - haio9en ° iower ^ *«~ 

are substituted with at ^^^2? ° ' PnS ' n9 ^ 9 ™ PS 35 def ' ned in Claim 1 which 
ttT e of P< r e d rein f0rmU,a ^ aCC ° rdln9 ,0 da ' m 1 °' 3 P h «o ,ogica„ y acceptable salt, ester or other derivative 
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defined in claim 1; 

said Substituent group y 1 comprises lower alkyl groups as defined in claim 1 which are substituted with a 
substituent selected from the group consisting of amino groups, amino groups substituted with one or two 
5 lower alkyl groups as defined in claim 1 and amino groups substituted with an aralkyf group as defined in claim 

1 ; and 

said Substituent group 6 1 comprises lower alkyl groups as defined in claim 1, halogeno lower alkyl groups 
comprising lower alkyl groups as defined in claim 1 which are substituted with at least one halogen atom, 
10 ... hydroxy lower alkyl groups comprising lower alkyl groups as defined in claim 1 which are substituted with at 

least one hydroxy group and nitro lower alkyl groups comprising lower alkyl groups as defined in claim 1 which 
are substituted with at least one nitro group. 

29. A compound of formula (I) according to claim 1 or a pharmacologically acceptable salt, ester or other derivative 
75 tncfcol wherein 



R 1 is a phenyl group which may optionally be substituted with at least one substituent selected from the group 
consisting cf halogen atoms, halogeno lower alkyl groups comprising lower alkyl groups as defined in claim 
i which are substituted with at least one halogen atom and halogeno lower alkoxy groups as defined in claim 1 ; 

R 2 is ci 4-pyndyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof with a 
substituent selected from the group consisting of Substituent group a, Substituent group [5, Substituent group 
. yand Subshluentgroup 5; and 

R 3 is a group of formula (II) as defined in claim 16 wherein one of R 5 and R 7 together with R 6 represents a 
single bond and the other represents a substituent selected from the group consisting of hydrogen atoms, 
Substituent group a. Substituent group y and Substituent group 5, R 8 , R 9 and R 12 may be the same or different 
from one another and each represents a substituent selected from the group consisting of hydrogen atoms, 
Substituent group a. Substituent group y and Substituent group 8, and R 10 and R 11 may be the same or different 
from one another and each represents a substituent selected from the group consisting of hydrogen atoms, 
Substituent group a. Substituent group y and Substituent group 5 or R 10 and R 11 together form an alkylene 
group having from 1 to 6 carbon atoms which is unsubstituted or is substituted with at least one substituent 
selected from the group consisting of Substituent group a, Substituent group [5, Substituent group,y and Sub- 
stituent group 6. 

30. A compound of formula (I) according to claim 1 or a pharmacologically acceptable salt, ester or other derivative 
thereof, wherein: 

R 1 is selected from the group consisting of phenyl, 4-fluorophenyl, 3-fluorophenyl, 3-chlorophenyl, 3,4-difJuor- 
ophenyl, 3,4,5-trifluorophenyl, 3-chloro-4-fluorophenyl : 3-difluoromethoxyphenyl and 3-trifluoromethylphenyl 
groups; 

R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof with a 
substituent selected from the group consisting of methoxy, amino, methylamino, benzylamino and a-methyl- 
benzylamino groups; and 

R 3 is a group of formula (II) as defined in claim 16 wherein R 10 and R 11 together form a straight chain alkylene 
group having 3 or 4 carbon atoms which is unsubstituted or is substituted with at least one substituent selected 
from the group consisting of Substituent group u, Substituent group p, Substituent group y and Substituent 
group 5. 

31. A compound of formula (I) according to claim 1 or a pharmacologically acceptable salt, ester or other derivative 
thereof, wherein: 

R 1 is selected from the group consisting of phenyl, 4-fluorophenyl, 3-fluorophenyl, 3-chlorophenyl, 3,4-difluor- 
ophenyl, 3,4,5-trifluorophenyl, 3-chloro«4-fluorophenyl, 3-difluoromethoxyphenyt and 3-trifluoromethylphenyl 
groups; ■ 
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f!?K iS ,f 4 T iC ? yl 0 ' 4 ; Pyrimidinyl 9rOUp M ™y optionally be substituted at the 2-position thereof with a 
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R 3 is a group of formula (II) as defined in claim 16 wherein each of R7 rs ariH 09 ic . , ^ 



R R 



R 1 



~0 «A 



H R 3 



N 
H 

0-1) (I-3) 



R 2 



4-(3-aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)- iH-pyrrole 

4-(3-acetylamjnopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole 

2.(4.fluorophenyl)-4-(3-methylaminopropyl)-3-(pyridin-4-yl)-iH-pyrrole 

t5-(4-fluorophen y l)-4-( P yridin-4-yl)-lH.p yrro |-3- y l]-(p y ridin-4-yl)methanol 

o"l"f e,y 1' 2 ' 3 ;ff ,rahydrOpyridin - 4 -y | )- 2 -( 4 - fluor °P he "y0-3-(p y ridin^- y l)- 1W -p y rrole 
2- 4 f uoropheny )-3-(p y ridin-4- y i)-4-(l ,23,6-,etrah y dropyridin-4-y. )-i H-pyLe 

2- (4-fluorophen y i)-4-(piperidin-4-yl)-3-(pyridin-4-yl)-iH- P yrrole 

3- (4-fluorophenyl)-1-(piperidin-4-yl)-2-(pyridin-4-yl)-lH-pyrrole 

1-(1-acetylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-lH-p y rrole 

3-(4-fluoro P hen y l)-1-|l.(2-nitroeth y i)p i peridin-4-yl]-2-(pyridin-4-yl)-lH.p y rrole 
3- 4- uorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole 

3- (4-fluorophen y i)-1 -(piperidin-3-yl)-2-(pyridin-4-yl)-1 H-pyrrole 

1- (a2et.din-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-iH-pyrrole ' 

4- (3-dimethylaminopropyl )-2-(4-fluorophenyl)-3-( P yridin-4-yl)-l H-pyrrole 

2- 4- uorophen y i)-4-[3-( P i P eridin-l -yl) P ro P yl]-3-(pyridin-4-yl)-l H-pyrrole ' 
2-4-fluoro P henylH-[3-(1-m^ 
2-(4-fluoro P hen yM -(i- me ,h y ,o,2,3,6-tetra^ 

2- 4- uorophenyl)-4-(i-methylpip e ridin-4-yl)-3-(pyridin-4-yl)-l H-pyrrole 

3- 4- uorophenylKMpyndin-^yl)-! -(22,6,6-tetramethylpiperidin-4-yl)- H-pyrrole 
2-(4-fl U oro P henyl)-3-( P yridin-4-yl)-4-(quinuclidin-2-en-3-yl)-i H-pyrrole 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-3-yl)-i H-pyrrole 

2- (4-fluor 0 phenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl )-1Hpyrrole 

3- (4-fl U orophenyl)-2-(pyridin-4-yl)-l -(quinuclidin-3-yl)-l H-pyrrole 

1- (4-am l nocyclohexyl)-3-(4-fluorophenyl)-2Hpyridin-4-yl)-iH- P y,role 

3- (4-fluorophenyO-2-(2-meth y | a minc )py rimidin-4- y i)-l-(pi P eridin-4- y .)-iH- P y 

2- 4- uoropheny M-tB-methyl-e-azabicyclotS^.^oct^-en-S-yO-S-fpyridm^-yO^H-pyrrote 
2-4- f |uorophenylM- ( 8-methy.-8-azabicy Cl o[3.2.1]octan-3-y.)-3-(pyrWin-4-y 

2-^-opheny,)^ 

2- 4- uoropheny )-3-( P ynd l n-4-yl)-4-(2,2 ! 6,6-tetramethy. P i P er i din-4-y. )- ! H-pyrrole 

2- 4- uoropheny -4-(2-methyM,2,3 i 6-tetrahydropyridin-4-yl)-3-(pyrldin-4-y.H H-pyrrole 
2- 4-f,uorophenyl)-4-(6-me.hyM .2,3,6-t e trah y drop yri di n -4-yl )-3-(pyndin-4-y H H pylrl 

4 - (1-ethyl0.2,3.6-tetrahydropyridin-4-yl)-2-(4-fl U orophen y i)-3-(p;^ 
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4-(1-ethylpiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4"fluorophenyl)-4-(1-jsopropyl-1,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -propyl-1 .2,3,64etrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -phenethyl-1 ,2.3.6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole ; 
2-(4-fluorophenyl)-4-{l J 2 ) 3,5,8 ; 8a-hexahydroindoli2in-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 ^^^^^a-hexahydroindolizin-y-ylJ-S-fpyridin^-yl)-! H-pyrrole, 
4-(1 ,6-dimethyl-1 ,2,3,6-tetrahydropyrjdin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1,2-dimethyl-1 ! 2,3,6-tetrahydropyridin-4-yl^^^ 

2-(4-fluorophenyl)-4-(1 ,2,2,6,6-pentamethyl-1 ^^^-tetrahydropyridin^-ylJ-S-fpyridin^-yO-l H-pyrrole, 
4-(3-dimethylamino-1-propen-1-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(4-aminobutyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole. 
4-(1 -ethyl-6-methyl-1 ,2,3,6-tetraty^ 

4-(1-ethyl-2-methyl-1,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin 
1 -(3-dimethylaminopropyl)-3-(4-fluorophenyl)-2-(pyridln-4-yl)-1 H-pyrrole. 
2-(4-fluorophenyl)-4-(1, 2, 3,5,6,7, 8 : 8a-octahydro^^ 

4-(6-allyl-1-methyl-l 2,3 ! 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(2-allyl-1 -methyl- 1 J 2.3,6-tetrahydropyridln-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(6-benzyl-1 -methyl-1 ,2,3,6-tetrahydropyridin-4-yl )-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(2-benzyl-1-methyl-1,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridln-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(6-methyl-1 -propyl-1 ,2,3,6-tetrahydropyridin-4-yl )-3-(pyridin-4-yl)-1 H-pyrrole. 
2-(4-fluorophenyl)-4-(2-methyl-1 -propyl-1 ,2,3,6-tetrahydropyridin-4-yl )-3-(pyridin-4-yl)-1 H-pyrrole. 
2-(4-fluorophenyl)-4-(1,3 ! 4,6,7 ! 9a-hexahydro-2/+qu}nollzin-8-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 .G^.e^.Qa-hexahydro^H-quinollzin-e-yO-S-Cpyridin^-ylJ-l H-pyrrole, • 
2-(4-fluorophenyl)-4-(1,2 ; 3,5,8 ! 8a-hexahydroindolizin-7-yl)-3-(2-methylaminopyrimidin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1,2,3,5,6 ! 8a-hcxahydroindolizin-^^ 

2-(3.4-difluorophenyl)-4-(1,2,3 ; 5 t 8,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl )-1 H-pyrrole, 
2-(3,4-difluorophenyl)-4-(1, 2,3,5, 6,8a-hexahydroindolizin-7-yl )-3-(pyrldin-4-yl)-1 H-pyrrole, 
4-(1,2,3 : 5,8.8a-hexahydroindolizin:7-yl)-3-(pyridin-4-yl )-2-(3-trifluoromethylphenyl)-1 H-pyrrole, 
4-(1, 2, 3,5,6. 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-2-(3-trifluoromethylphenyl)-1 H-pyrrole, 
2-(3-fluorophenyl)-4-{1, 2,3,5,8, 8a-hexahydroindollzin-7-yl)-3-(pyridin-4-yl)*1 H-pyrrole, 
2-(3-fluorophenyl)-4-(1, 2, 3,5, 6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(3-chlorophenyl)-4-(1 ,2,3,5,8,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(3-chlorophenyl)-4-(1,2 ! 3,5,6,8a-hexahydroindolizln-7-yl)-3-(pyridln-4-yl)-1 H-pyrrole, 
4-(1 ,2,3,5,8.8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyrldin-4-yl)-1 H-pyrrole, and 
4-(1, 2,3,5,6. 8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-1 H-pyrrole. 

34. A compound of formula (I) according to claim 1 selected from the following group of compounds, or a pharmaco- 
logically acceptable salt, ester or other derivative thereof: 

2- (4-fluorophenyl)-3-(pyridin-4-yl )-4-(1 ,2,3,6-tetrahydropyridin-4-yl )-1 H-pyrrole, 

3- (4-fluorophenyl)-1 -(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluoropheny1)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 

4- (8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl )-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(6-methyl-1,2,3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1 -ethyl-1 .2,3 s 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -isopropyl-1 ,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl )1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -propyl-1 ,2,3,6-tetrahydropyridin-4-yl )-3 -(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -phenethyl-1 ^^^-telrahydropyridin^-yl )-3-(pyridin-4-yl)1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 ,2,3,5,6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 Hpyrrole, 

4-(1 ,6-dimethyl-1 1 2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyrtdin-4-yl)1 H-pyrrole, 
4-(1,2-dimethyl-1,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)1 H-pyrrole, 
4-(1 -ethyl-6-methyl-1 , 2, 3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4yl)-1 H-pyrrole, 
4-(1-ethyl-2-methyl-1,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(6-methyl-1 -propyl-1 ,2,3,6-tetrahydropyridin-4-yl )-3-(pyridin-4-yl)-1 H-pyrrole. 
2-(4-fluorophenyl)-4-(2-methyl-1 -propyl-1 ,2,3 t 6-tetrahydropyridin-4-yl)-3 -(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 ,3,4,6,7, 9a-hexahydro-2H-quinolizin-8-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(3,4-difluorophenyl)-4-(1 , 2, 3,5, 6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, and 
4-(1,2,3,5,6.8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-2-(3-trifluoromethylphenyl)-1 H-pyrrole, 
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3? " ^^^^:^T e6 lr 2 -^°^-^ .^^.Sa-hexahydroindolizin-Z-ylj-^py, 
nam yl) 1 H pyrrole, and pharmacolog.cally acceptable salts, esters and other derivatives thereof. 

y.) (Pi nd.n 4 yl)-l H-pyrrole, and pharmacolog.cally acceptable salts, esters and other derivatives thereof. 

39 ' t ToZZ 1 S TT ,r ° m 2 -< 4 -" u °^enyl)-4-(2-me.hyM -propyM ,2,3,6-tetrahydropyridin- 
yi. ( P > r,d,n 4-yl)-i H-pyrrole, and pharmacolog.cally acceptable salts, esters and other derivatives thereof. 

40 ' iZr^vo" HTrl C T. 1 h S6leC,ed ,r ° m 2 -< 4 - ,,U0 -Pneny.)-4- (1 ,3,4,6,7,9 a -hexahydro-2H- q u,no.izin-e-y,)- 
,pyr, dl n 4 yl)- , H-pyrrole, and pharmacologically acceptable salts, esters and other derivatives thereof 
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54. A compound of formula (I) according to any one of claims 1 to 42 or a pharmacologically acceptable salt, ester or 
other derivative thereof for use in the treatment or prophylaxis of a disease selected from the group consisting of 
allergic diseases, septicaemia, psoriasis, osteoporosis, ulcerative colitis, diabetes, nephritis ischemic heart dis- 
ease, Alzheimer's disease and arteriosclerosis. 

55. The use of a compound of formula (I) according to any one of claims 1 to 42 or a pharmacologically acceptable 
salt ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis of dis- 
eases which can be treated or prevented by inhibiting the production of inflammatory cytokines in a mammal, which 
may be human. 

56. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for inhibiting bone 
resorption. 

1$ 57. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 
or prophylaxis of inflammatory diseases. 

58. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
20 cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 

or prophylaxis of viral diseases. 

59. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for relieving pain 

25 or pyrexia. 

60. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or : a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 
or prophylaxis of chronic rheumatoid arthritis. 

30 

61. The use according to claim 55 of a compound of formula (i) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 
or prophylaxis of osteoarthritis. 

35 62. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 
or prophylaxis of cancer. 

63. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
40 cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 

or prophylaxis of hepatitis. 

64. The use according to claim 55 of a compound of formula (I) according to any one of claims 1 to 42 or a pharma- 
cologically acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment 

45 or prophylaxis of a disease selected from the group consisting of allergic diseases, septicaemia, psoriasis, oste- 

oporosis, ulcerative colitis, diabetes, nephritis, ischemic heart disease. Alzheimer's disease and arteriosclerosis. 
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and R 3 are bonded to the two atoms of said pyrrole ring 
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parts of-the claims which appear to be supported and disclosed, namely 
those parts relating to the compounds of formula (I) in which Rl has the 
meanings defined by claim 6, and R2 has the meanings defined by claim 8. 
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